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MEPIAHYH TQN XAPAKTHPIZTIKQN TOY ITPOIONTOX



1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Entecavir Accord 0,5 mg diokia emtkolvppéva pe Aemtd LUEVIo
Entecavir Accord 1 mg diokio emtkoAvppéva pe Aemtd VUEVIO

2. MHOIOTIKH KAI MIOXOTIKH XYNOEXH

Entecavir Accord 0,5 mg diokio emikaivuuéva pe Aerntd vuévio

Kd&Oe diokio mepiéyetl povobidpikn evtekafipn mov givar icodvvaun pe 0,5 mg eviekafipng .

Entecavir Accord 1 mg diokio emkoloppéva pue Aertd vUEVio

Kd&Be diokio mepiéyet povotidpikn evtekafipn mov givar icodbvaun pe 1 mg evrekafipng .
"Exdoya pe yvootég dpacelg

Kd&0e diokio emucoroppévo pe Aemtd vpévio tov 0,5 mg mepiéyxet 26 mg moAvcakyapiteg coyLog.
Kd&0e diokio emucolvppévo pe Aemtd vuévio Tov 1 mg wepiéyet 52 mg mohvcaxyopiteg coyag.

I"a tov mAnpn kaTdloyo Tov ekddywV, BA. Tapdypapo 6.1.

3. D®APMAKOTEXNIKH MOP®H
Atokio emkaAvppévo pe Aemto vuévio (d1okio)

Entecavir Accord 0,5 mg diokio emukaivuuéva pe Aerntd vuévio

AgvKd £m¢ VITOLEVKA, OUPTKVPTA, EMKAAVUUEVE UE AETTO DUEVIO JIOKIN, TPLYMVIKOD GYNLOTOC, UE
xapaypévn v évoelln «I» ot o mhevpd Kon Ty £voeEn «110» otnv GAAn Thevpd.

Awotdoelg: Mnkog 8,70 mm £ 0,20 mm, mhdrog 8,40 mm £ 0,20 mm ko mwéryog 3,40 mm + 0,30 mm.

Entecavir Accord 1 mg Siokia semucorvpuévo, pe Aemtd vuévio

Pol, apgpikvpta, emtkaAvppuéva pe AETTO LUEVIO O10KI, TPLYOVIKOD GYNUOTOS, LE XOPAYLEVT] TNV
Evdelln «J» ot e mhevpd kot v EvosiEn «111» otnv dAln mievpd.

Awotdoelg: Mnkog 11,00 mm + 0,20 mm, widrog 10,60 mm £ 0,20 mm kot wéayog 4,20 mm +
0,30 mm.

4. KAINIKEX TAHPO®OPIEX
4.1 OgpomevTiKég EVOEielg

To Entecavir Accord evdesikvotal yio tn Oepameio g xpoviag Aoipméng arnd tov 16 ¢ nrotitidoc B
(HBV) (PAéne mopdypago 5.1) og evihikeg pe:
®  QVTIPPOTOVUEVN MTOTIKY VOGO Kot EVOEIEN EVEPYOL KO OVOSITANGLUGHOD, EUUEVOVTA
avENUEVO ETITESOL AUVOTPAVGPEPGONG TNG aAavivng Tov 0pod (ALT) kot iotoAoyikn Evoeién
EVEPYOUG GAEYUOVNIG KoM Tveomng.
®  UN-avTPPOTOVUEVN NIOTIKY VOGO (PAéme Tapdypapo 4.4)

T6G0 Yo TV avTippomod eV 6GO KOl Yio TN UN-0VTIPPOTOVUEVT] NTATIKN VOGO, 1] EVOEIEN 0VTH
Baciletar og dedopéva KAvikmv dokipumv o€ acbeveig HBeAg Oetucovg koaw HBeAg apvntikovg pe
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rotpméEn HBV, ywpic mponyovuevn Bepaneio e voukAeosiown. Xyetikd e acbeveig pe nratitioo B
avlextikol otn AapPovdivn, PAére mapoypdeovg 4.2, 4.4 ko 5.1.

To Entecavir Accord evdeikvotal, eniong, yio ) Oepaneio Tng ypdviag Aoipwéng amo tov 16 HBV og
ToudTpIKovg acheveic ywpic Tponyovuevn Bepameia e voukieosidwa nikiog amd 2 £og < 18 etdv ue
OVTIPPOTOVLEVT] NTATIKT VOGO, 01 0moiot £X0VV £vOEIEn evePYOL UKOV OVOIITAAGLOGHOD Kot
eppévovto avénuéva enimeda ALT opov, 1 iotodoyikn Evoelén pétplog Emg coPapng GAEYHOVIS KA
tvoong. Avagopikd pe v amdeacn évapéng Bepaneiog oe modraTpcovs acbeveic, PA.

nopaypapovg 4.2, 4.4, ko 5.1.

4.2  Aocoloyio kol TpOTOG YopNyNONS

H Bepoaneio mpémetl va apyilel amd Eva yloTpo e EUTEIPIO GTO XEIPIGUO TNG XPOVING AOTH®ENG 0o
nratitda B.

To Entecavir Accord dwatifetan povo og 0,5 kot 1 mg diokio emkaivppéva pe Aentd vuévio. Xe

acleveic pe advvapio Katdmoong TV SIoKi®mVY 1 Y10 TOLG 0T0ioVE GLVIGTATAL PEi®ON TG dOGNG,
umopel va givar dtabéotpa Ao TpoidvTa Tov TEPIEXOVV entecavir [ To KATAAANAN CKELAGUATO.

Aocoloyio
Avtippomovuevn nrotixy voco

Aaobeveic ywpic mponyoduevy Bepomeio ye vovkAeooiola: 1| GUVIGTMUEVT 0OGT GTOVE EVIAIKEG Elvat
0,5 mg wo eopd v Nuépa, pe N YoPIc TPoPn.

O aoBsveic avOextikoi oty Aauifovdivy (dnA. pe Evoelén toapiog eved ehdupavay AapBovdivn, M
HeTaALAEELS Le Topovaia avToyng ot AapBovdivn [LVDr]) (PAére mopoypdpovg 4.4 kot 5.1): n
GULVIGTAOUEV dOGT GTOVG EVAAIKEG glvar 1 MQ (o eopd TV NUEPA, TOL TPEMEL VAL AoUPAveToL pe
6.0€10 oTopdyL (TEPLECOTEPEG OO 2 MPEC TPV KO TEPLGGOTEPEG ATO 2 MPES UETA amd yebpa) (PAETe
Tapdypo@o 5.2). Ty mopovcio Tov petoAraéewv LVDr, n ypfion cuvévacuov g entecavir pali pe
éva 6guTeEPO avTIKS TTapdyovTa (0 omoiog de cuppepileTal SCTOVPOVLEVT AVTOYN EITE [UE
Aoppovdivn M pe entecavir) Oa npénel vo eEeTalETaN KOTA TPOTIUNON 6 G)XEOT UE TNV povobegpamneio
entecavir. (BAéme Topdypago 4.2).

Mpu-avuippomovuevy nratiky vooo

H ocvvietdpevn d6on yia eviiikeg aoBeveic e un-avippomoduevn nratikn voco givar 1 mg pwo gopd
™V NUEPA, Kot TPEMEL v AapPdvetar pe adelo oTopdyt (TepLocOTEPES OmO 2 MPEG TPV KoL
TEPLOGOTEPEC OO 2 MPEG HeT amd yebpa) (PAETe mapdypapo 5.2). Zyetikd ue acbeveic pe nrotitido
B avOektikol ot Aappovdivn, BAéne mapaypdoovg 4.4 ko 5.1.

Aidpxeto. ¢ Oepomeiog

H Béitiot dudpkela g Bepaneiog eivar dyvootr. Atoxonn g Oepaneiog propet va e&etachel og
akolovOwg:
. e evidikeg acleveic HBeAg Oetikobe, N Oepameio mpémet va, yopnyeitotl TovAdyioTtov péypt
12 piveg petd v enitevén g opoavactpor|g HBe (andieio HBeAg ko ancdreio HBV
DNA pe aviyvevon avti-HBe e 600 cuveyopeva detypota opov pe amdGTOCT] TOLAGYIOTOV
3 - 6 unvav) N uéypt v opoavactpodn HBs 1 péypt va vapyel anmisio
amoteAeopatikotntag (PAéne Topdypago 4.4).
. e evidkeg acbeveic HBeAg apvnrtikovg, | Oepomeio mpémet va yopnyeitol TovAdyiotov
uéypt v opoavactpopn HBsS 1 puéypt va vtdpyet anmielo arotelecpatikotntas. Otov
VIapyEL TopateTaUEVN Bepameio yio TEPIGGOTEPO amd 2 £T1], GLUVICTATOL TUKTIKY|
emovagloldynon yio vo exPefordvetar 0TL 1) emAeyeica Oepameio Tapapével KaTdAANAn Yo
Tov aclevn.



e aobeveic e Un-avTippoTovEVT] NTTATIKY VOGO 1| Kipp®aon, 8 cLVIGTATOL 1] SIOKOTY| TG Bepameiog.
Houdrarpirog ninBoouog

I v katdAAnin docoroyio otov maudtatpikd TAnbuoud dotibetar to Entecavir Accord 0,5 mg
dwokio EMKAAVUPEVA LE AETTO DUEVIO, VD Y10 00GELS YaunAdtepes and 0,5 Mg pnopet va givon
dtabéopo Eva OGO SLdAV UL

H amoégoaon yu ™ Bepaneia madiatpikdv aclevav Oa mpénet va AapPdvetar pe Péorn v TPOCEKTIKY
a&10AGYNON TOV ATOUIKOV ovayK®V Kde acbevong Kot pe avapopd oTig 1oY0ovoeg katevbuvinpieg
odnyiec madratpikng Oepamneiog, cvumepthapfavopuévng g a&ilog TV IGTOAOYIK®OV GTOLYEIDV KOTA
v €vapén. Ta opéAn TS LakpoypOVIaG LOAOYIKNG KATAGTOANG Le cuveylopevn Bepaneio mpémet va
otafuilovtal £vavtt Tov KvdOvVov Tng TopateTapévng Bepomeiog, coUTEPIAAUPOVOUEVIC KoL TNG
euPaviong avhektikov 100 nratitidag B.

[Ipémer va vdpyovv eppévovia avénuéva enineda ALT opo?d yio tovAdyiotov 6 piveg mpv
Oepaneio TUSOTPIKOV acOEVOV pe avTppoTobEYT otk voso Adym HBeAg Betikng ypdviog
nratitdog B, kot yuo tovddyiotov 12 piveg og acbeveic pe HBeAg apvntikr| voco.

Y1ovg matdtatpikong acheveis pe copatikod Bapog tovAdyiotov 32,6 kg mpémetl va yopnysiton po
nuepnota 666m Tov gvog diokiov 0,5 mg, pe N xwpig tpoen. ‘Eva mocipo didAlvpa pmopei va givar
dabéono Yo aoBeveis pe copotikod Bapog Atyotepo omod 32,6 Kg.

Agv vdpyovv GVOTACELS Yo TNV entecavir o Toudid NAKiog K4T® TV 2 eTdv 1 fApove KAT® TV
10 Kkg.

Midpxero. Ospameiog yio TardlaTpikois aobeveic

H Béitiom dibpketa g Bepaneiog eivar Ayvootn. ZOUEOVO e TIG IGYVOVGES KATELBLVTPLES 00T YiES
OO0 TPIKNG TPOKTIKNG, LTopel va eEeTaoTel To evogyOEVO dlokomNg TG Depameiog wg €ENG:

= ¥ HBeAg Oetikoig madatpucone acbeveic, | Oepameio wpénel va yopnyeitat yio TOVAGIGTOV

12 pnveg petd v emitevén pn aviyvevoyov HBV DNA kar opopetatponig HBeAg (andigia
HBeAg kot aviyvevon avti-HBe og dvo dradoyikd deiypato opod mov AapPdvovtor pe dopopd
TovAdyotov 3-6 unvav) 1 puéxpt v opopetotponn) HBS 1 puéypt va vapyel anmisia
arotereopatikotntag. Ta emimeda g ALT kot tov HBV DNA opod npénetl va mapakorlovbodvton
TOKTIKG HeTd TN dakomn ¢ Oepanciag (BA. Tapdypogo 4.4).

= ¥ HBeAg apvntikovg toidtotpikoe aobeveig, | Oepameio mpémet va yopnyeitatl uéypt myv
opopetatporiy HBs N puéypt va vdpyet £voeién ammAElog TG OMOTEAEGUAUTIKOTITAS.

H poppoakokivntikn o€ mondlotpikong aceveic pe ve@pikn 1 nratikn SueAettovpyio, dev £xet
ueietnOet.

Himawuévor: dev amouteiton Tposappoyn tng 06ong Adyw niikiog. H 06om mpémet va tpocoappoleton
COLPMOVO, LLE TN VEQPIKN AgrTovpyia ToL 0cBevong (BAETE CUVIGTMUEVT OGOAOYI GE VEQPIKY
ducertovpyia Kot wapdypapo 5.2).

DoAo kot poAR: OV amULTEITOL TPOGAPUOYT TNG dOGNC LE BAOT TO VA0 1 TN QUAR.

Neppixn dvolertovpyio: 1 k6Baporn g entecavir peidveton pe ) peioon g kdbapong g
kpeatwvivig (BAEne Tapdypago 5.2). ZvvioTdtal 1) TPOcapHoY TN 600mG Yia acbeveic pe kabapon
kpeatwvivng < 50 mL/min, tepthapfovousvov Kot autdv 6g a1odIOAo 1| GVVEYOVG TEPITOTNTIKNG
neprrovaikng dwAtong (CAPD). Zuviotdrtol peimon g nuepniolog 001G Le ¥pror TOV TOGILOV
SAdpaTog entecavir, 6mwg Tapovctdletorl otov mivaka. Evalloktikd, o nepintwon mwov dev givat
Stab€opo To mooIo dtdAvpa, 1 doom umopei va, puOpotel LEcm avENGNC TOL HECOSIUGTILOTOC TMV
d0cemV, OmwG TapovctdleTol exiong otov mivaka. Ot TPOTEWVOUEVEC TPOTOTOINGELS TNE OOCTG
Bacilovtol oTNV TPoEKTAON TEPLOPIGUEVOV OESOUEV@MV, KOL 1] OCPAUAELN KOl OTOTEAEGUATIKOTITA TOVG



dev &yovv aflohoynbei o kKhMvikod eminedo. Enopévamg, mpémetl va mapakoiovdeital otevd 1) 1OAOYIKY
OVTOOKPLOT).

Aéon Entecavir Accord*
KaBapon kpeativivng AcOeveic yopic Tponyovpevy AcOeveic avBekTikoi ot
(mL/min) Ogpamneia pe vovkieooiowa Aapifovdivn N pe pn-
OVTLPPOTOVUEV] NTATIKY]
v060
>50 0,5 mg o eopd v nuépa 1 mg o popd v Nuépa
30-49 0,25 mg pa @opd v nuépa* 0,5 mg o opd v Nuépa
'H
0,5 mg kéBe 48 mdpeg
10-29 0,15 mg i popd v nuépa* 0,3 mg wo popd v nuépa*®
'H 'H
0,5 mg kdéBe 72 dpeg 0,5 mg kdéBe 48 dpeg
<10 0,05 mg pa @opd v nuépa* 0,1 mg wo popd v nuépa®
Awodroiion 1 CAPD** 'H 'H
0,5 mg «éBe 5-7 nuépec 0,5 mg xéBe 72 dpeg

* T d6oe1g < 0,5 mg cuviotdrat 1o OGO didAvpe entecavir.
** T1g NUEPES TNG OLUOSTOAGNG, XOPNYNOTE TNV entecavir petd v aipodolion.

Hrorikn avemdpkela: dev amoiteitan Tpooapoyn e 00ong o€ acheveis e NTOTIKY OVETAPKELX.

Tpomog yoprynong

To Entecavir Accord mpémet va Aappavetot and Tov 6TOUATOG.
4.3  Avrtevdsieg

YrepevoicOncio 6tn dpacTiKy 0VGIN 1| G€ KATOL0 0td To EKO0Y0 TOV AVOUPEPOVTOL GTNV
napdypago 6.1.

4.4 EwKég TPOELOOTOUM|GELS KO TPOPVAAEELS KATA TN Yp1]oN

Negpikn dvoiertovpyio. GUVIGTAUTOL 1] TPOGAPUOYN TNG dOGNG Yo acOeVEIC Le VEQPIKT SLGAELTOLPYIN
(BAéme mapdrypao 4.2). Ot TpoTevOLEVEG TPOTOTOMOELS TG d0oms Pacilovtal 6TV mpoékTaon
TEPLOPIOUEVDV OEGOUEV®V, KOL 1) AGPAAELD, KOl OTTOTEAEGLOTIKOTNTA TOVG OV €yovv alloloynbei o
KAMviké eninedo. Emouévag, mpénel vo mopakoAovdeital 6TeVa 1) LOAOYIKT avTOTOKPIoN.

Hopolvvoeis e nratitidog: owBdpunteg mapohvoelg g xpoviag nratitidog B sivor oyetikd cuyvég
Kot yopaktnpilovrar omd mapodikég avéncelc g ALT opov. Metd tnv évapén avtukng Oepaneiog,
ALT opov pmopei va avénbei oe opropévoug acbeveic kabmg to enineda opov tov HBY DNA
pewdvovtat (BAéne mapdypao 4.8). Meta&d towv acbevav mov éhafav entecavir eEapoeig kaTd, T
duapkela g Bepameiag siyav £va 016 ueco ¥povo Evapéinc 4 - 5 efdouddnv. Xe acleveic pe
aVTIPPOTOVUEVT] NTTATIKY VOG0, o1 avénoelg avtég e ALT opod, og yevikég ypaupég 6 cuvodevovtal
oo avénon g GLYKEVTPMGT|G TNG XoAepLOpivng opov 1 nratiky amoppvduion. Ot acOeveig pe
TPOYOPNUEVT NTTATIKN VOGO M Kippmon umopei va Ppickovtal 6€ HeyaAdTePO KIVOLVO Y10l NITOTIKY
avTioTaduon petd omd nrotikn Tapo&uvor, Koty auTo TPETEL VO ToPaKoAoVOoVVTOL GTEVA KUTE T
dudpkela g Bepamneiog.

"Exel emiong avagepbei o&ela TapdEuvon g nratitidog o acbeveic mov diékoyav ) Bepameio TG
nratitdog B (PAéne mapdypoeo 4.2). O e€dpoeig petd m Bepancio oyxetiCovral cuvnbwg pe avénon
tov HBV DNA, kot 1 mieiovotnto poaivetal vo gival avto-meptoptlopevn. Qo16c0, Exovv avapepel
cofapéc mapo&ivaelg, mepiiapfovouévay Kot Bovatov.



Meta&d tov acbevav yopic Tponyoduevn Bepameio ue vovkieooidia, mov éhafav entecavir, ot
mopo&hvoelg uetd tn Bepaneio eiyav didpeso ypovo evapéng Tig 23 - 24 gfdopddeg, Kot ot
mePLocoTEPEG avapEpOnKay oe acbeveic HBeAg apvntikovg (PAEne mapdypao 4.8). H nmotikn
Aertovpyia mwpénet va mapoakorovdeital oe emavorlapPovoLeva SOCTHLATO LE KAVIKY Kot
EPYOOTNPLOKY] TOPAKOAOVON O™ Yo TOLAGYIGTOV 6 PNves LeTd T dlakom TG Bepameiog Tng
nratitwog B. Edv mpénet, n enavévapén tng Oepaneiog yio nrotitido B umopel va aittoloynOei.

Aaobeveic ue un-avrippomroduevy nroTiky voco. o, LeYAADTEPT GLYVOTNTA GOPAPDOY NIATIKOV
avemBOUNTOV EVEPYEIDV (0oYETMS arTiog) £xel Tapatnpn el o€ acbevelg e un-avtippomovpevn
NTOTIKT VOG0, GLUYKEKPLUEVE o€ 0wTovg e Ty acbéveln Child-Turcotte-Pugh (CTP) kAdong C, e
oUYKPLON pE TN ovyvoTnTa 68 acbeveic e avtippomovpevn nratiky Asttovpyia. Emiong, acOeveig pe
UN-0VTIPPOTOVUEVT] NTTOTIKY VOGO Propel va, fpickovtal o€ PeyodldTepo KivOLVO Yo YOAKTIKY
0&EMOTN KOl GUYKEKPIUEVD Y10 AVETOVUNTEG EVEPYELEG GTA VEQPE OTMOG TO NTATOVEPPIKO GUVOPOLLO.
Yuvenms, Bo mpémel va mapakolovBodvtatl 6TEVE 01 KMVIKEG KOl EPYACTNPLOKES TAPAUETPOL GE AVTO
tov TAnBuopd acBevav (BAéne emiong mapaypdpovg 4.8 kot 5.1).

Todaxtikn oléwon kor aofopn nratoueyolio yue oredrwon: ELPOVICELS YOAAKTIKNG 0EEmaong (amovaio
vro&apiag), HePKES Popéc Bavatnedpov, cuviBwg oyeTloeVNS Le cofapn nraTopeyoAio Kot
NTOTIKY 6TEdTOOT, £X0VV mapatnpnOel Le T ¥phon VoukAeoodkdY avaidywv. Kabdg n entecavir
elvar éva voukAeoo1d1kd avaroyo, o Kivouvog avtdc og pmopel va amokAelsOei. H Oegpaneia pe
VOUKAEOGOKE avAAOYa TPETEL va dtakdnTeTon dTav cupPaivet Tayeio abénon tov emmedmv g
OULVOTPUVOPEPAOTG, TPOOOEVTIKN NTOTOUEYOAA 1) LETOPOAMKN/YUAOKTIKT 0EEWDOT OyVHGTOV
artoroyiog. Kaionon yaotpeviepikd cuuntdUaTo, OTMG VAVTIO, EUETOG Kol KOIAMOKO GAYOC, Umopei
va glvor eVOEIKTIKG avATTLENG YOAAKTIKNG 0&€monc. ZoPapég mepmtdoelg pe Bavatneopo koo,
GLGYETICONKAY [E TOYKPEATITION, NTOTIKY AVETAPKEL/NTOTIKY GTEATWOOT), VEPPIKT OVETAPKELL Kol
VYNAOTEPOQ. ETITEDQ YOAOKTIKOV 6TOV 0p0. [Ipémel va diveTal Tpocsoyr 0ToV GLVTHYOYPAPOVVTUL
VOUKAEOGIOIKA 0VAAOY0, GE OTTOL00NTOTE 0icOevn (1010iTEPO GE TAYVCUPKES YOVUIKES) LE
nratopeyaiio, NTatitido 1] GAAOVG YVOGTOVS TAPAYOVTES KIVOUVOL Yo Nratikn voco. Ot acBeveig
ovTol TPEMEL VO TOPakoAoVBoVVTOL GTEVA.

[Mo ™ dudkpion HETAEL TOV AVENCEDY TOV OUVOTPOVOPEPUCHY TOL OPEIAOVTAL GE AVTATOKPLON OTN
Bepaneio Ko avENcemv mbavd oyeTilOlevOV e YOAUKTIKT 0EEMOT], 01 Y1OTPOl TPEMEL VAL
Stauoporilovv 61t o1 adhayéc oty ALT oyetioviat pe PeAtidoelg oe GAAOVG EPYAGTNPLOKODS OEIKTEG
g xpoviag nratitidog B.

Avtoyn ko g101xh Tpoevloln yio, acbevels ovOextikovs oty lopfovdivy: NETAANAEELS OTNV
noAvpepdon tov HBV mov k®md1komo1o00v Tig vrokatactdoelg avtoyng otn Aapiouvdivn eivat duvatdv
Vo 001 YNCOVV GE EMUKOAOVON ELLPEVION SEVLTEPOYEVAV VITOKOATAGTACEMV, TEPIAAUPUVOUEVEOV KOt
eketvov Tov oyetilovton pe avioyn oxetlopuevn pe tnv entecavir (ETVr). Ze éva pikpd nocootod
aclevav avbektikdv atn Aappovdivn, ot vrokartactdoelc ETVr otig 0éoeic rtT184, rtS202 v rtM250
NTav Tapovoeg katd v Evapén. AcBeveig pe avtoyn ot Aapfovdiv HBV Bpickovtal o
VYMAOTEPO Kivduvo avamtuéng emakoiovdng avtoyng oty entecavir oe oyéon pe aobeveic yopic
avtoyn ot Aoupovdivn. H abpototikn mibavotnto supaviong YOVOTOmIKNAG ovToyng otnv entecavir
petd omd 1, 2, 3, 4 ko 5 ypoévia Oepamneiog otic peréreg pe acbeveic avOektikovg ot AapBovdivn
ntav 6%, 15%, 36%, 47% ka1 51% avtictoya. H 1ohoykn aviandkpion mpénet vo mopakolovdeitan
oLYVa oTov avleKTIKO ot AapBovdivi TAnbvoud kat vo, dievepyeitol KatdAANAog EAEYYOG avVTOYNC.
Y& aofeveic |e 10A0YIKN avTamOKPLoT| KATdTEPT TNG BEATIOTG, HETA amd 24 Bdouddeg Oepameiag e
entecavir, mpénet va aloloyeitor | mepintwon Tporomoinong g aywyng (PAéne moapoypdpovg 4.5 Kot
5.1). Otav Eekwvd Oepaneio o€ acbevelg pe TeKuMPLOUEVO 1GTOPIKO avToyng ot AoutBovdiv HBV, n
xpNon cvvévacuov g entecavir poli pe dg0tePO avTukd mapdyovta (o omoiog de cvuuepiletar
dotavpoduevn avtoyn eite ue Aappovdivn 1 pe entecavir) Oo mpémetl vo e&etdletar Katd TpoTipnon
o€ oyéon pe v povobepomeio entecavir.

[podmapyovco avroyn ot Aapfovdiv HBV cvoyetiCeton pe avénuévo Kivouvo yio LetayevéaTtepn
avtoyn oty entecavir, aveEaptnta oo to Pabud e nratikng vooov. X acheveic pe un-
QVTIPPOTOVUEVT] NTATIKT VOGO, 1] LOAOYIKT dtapuyn uropei va oyetileton pe coPapég KAvikég



EMIMAOKEG TNG VIOKEIEVN G TOTOC VOGOVL. ¢ €K TOVTOV, 0€ 0eOeVEiC e PN-0VTIPPOTOVLEVT] NTTATIKNY
v6G0 Kot avtoyn ot AapBovdivi HBV, ) yprion cuvovacod g entecavir pali pe de0tepo aviiuko
napdyovra, (o omoiog de cvppepiletar daotavpoduevn ovtoxn eite ue AapPovdivn 1 pe entecavir) o
npémel vo, eEetdletan Katd Tpotipnon og oxéon e v povobepomeio entecavir.

THaidrazpikog minBoouog:

[Mapatnpndnke xounAotepo mocootd wAoykng aviomokpions (HBV DNA < 50 IU/mL) og
noudtatpikovg acbeveic pe HBV DNA oty évopén > 8,0 logie IU/mL (BA. mapdypago 5.1). H
entecavir TPEMEL VoL YPNGUYLOTOLEITOL GE 0L TOVS TOVG 0oOEVELG LLOVO €AV TO dUVNTIKO OQELOG
d1kaoAoYel TOV SLUVNTIKO Kivouvo yio To modi (w.y. avtictaon). Kabog opiopévorl tadiatpikoi
acBeveic pmopet va yperdlovtan pokpoypdvia Bepomeio 1 akopa Kot ¢’ dpov (NG AVIHETOTION TG
xpoviaG evepyov nratitidog B, Oa mpénet va e&etaleton n emidpacn tng entecavir 6T LEAAOVTIKEG
OepamenTikég emAOYEC.

ANrreg petoudoyevong nroTog: 1 VePpikn Aettovpyio tpénet vo aloloyeitol TPOGEKTIKA TPV KO KOTA
) dwdpketo, g Oepomeiag pe tny entecavir oe AMmTeg LETAUOCYEVONG NITATOG TOL AouBdvouy
Kukhoomopivn 1 tacrolimus (BAére mapdypagpo 5.2).

20v000¢ Aotuwén ue nratitioo, C 7 D: dev vmapyouv O€30UEVE, Y10 TNV OTOTEAEGLLOTIKOTITO TG
entecavir og aofeveic pe cuvodo Aolumén amd tov 16 ¢ Nratitidag C 7 D.

Aobeveic ue ovvodovs Aoy leis ard tov 16 avlpomivig avocooverdpkeiag (HIV)IHBV mov de
Aopfavovy wapdlinie aviipetpoikn Oepameio. 1 entecavir dev éyetl a&loloyndel o aobeveic pe
ovvodovg hopméeg HIVIHBYV, ot omoiot 8e Aappavovv tavtdypove arotereopotiky oyoyn HIV.
"Exer mopatnpndei ovantuén avtictaong tov HIV, petd and xpron g entecavir yo ) Oepameio
roipwéng ypoviag nratitidag B oe acleveic pe Aoipmén HIV mov dev eAdpfovay aviipetpoikn
Oepamneio vyning dpactikotntoag (HAART) (PAéne mapdypago 5.1). Katd cuvéneia, n Ogpaneio pe
entecavir dgv mpénel vo, ypnoipomoleitat yuo ocbeveic pe cuvodovc dowbéeg HIVIHBV, mov d¢
haupBavouy HAART. H entecavir dev éxet pedetndei mg Oepaneio tng Aoiuwéng HIV ko de
GUGTNVETOL Y10, T YP|OT| OVTH.

AobOeveic ue ovvooois loyuadeis aro tovg 10v¢ HIVIHBV mov Aaupavovy mapdlinio avtipetpoiki
Oepareio: m entecavir éyel uehetn el og 68 sviihikeg ue ovvodov ropuméeig HIV/HBYV, ov éhafav
oynua HAART mepthappavopévng Aappovdivng (Bréne mapdypapo 5.1). Agv vdpyovv dedopéva yia
Vv omotehecpatikoTTo TG entecavir e HBeAg-apvntikovg aobeveic pe cuvodd Aoipmén HIV.
Yrdapyovv meploptopéva dedopéva, yio acteveic pe ouvodo Aoipmén pe HIV mov éyovv pikpo aplbud
xuttépev CD4 (< 200 kottapo/mmd).

T'evikd.: o1 acBeveig mpémel vo evpuepmvovtal 0t 1 Bepameio e Tnv entecavir dev éyetl amoderydel 011
pewmvel Tov kivéuvo petddoong tov HBV kat yt' avtd mpémetl akoun vo AauBavoviol KaTaAANAES
TPOPULAAEELS.

"Exdoya

Holvooxyopites goyiog: To QUPUOKEVTIKO aLTO TPOidV TEPLEYEL TOAVGaK)apiTeEG coYloc. Edv glote
OAAEPYIKOL GTN GOYL0, LT YPNOLUOTOU|GETE OVTO TO PUPHUKEVTIKO TPOTOV.

Nazpio: To eappoxo avtd mepiéyel Myotepo amd 1 mmol vatpiov (23 mg) avad diokio, ivar owtd mov
ovoudlovpe «erevBepo vaTpiovy.

45  Allemopdosic pe GALo QUPUIKEVTIKA TPOIOVTO KOl GAAES popPES ahlnAemiopaocnc

Ene16 n entecavir amofdiieton kuping amd ta veppd (PAéne mapdypago 5.2), N cuyxopnynon Ue
QOPUOKEVTIKA TPOIGVTA TTOL LEIDVOLV TV VEPPIKN Agrtovpyia 1 cuvaymvilovTot Yo TV evepyo
COAVOPLOKT] OTEKKPLOT| UTOPEL VoL dDENGOVV TIG GUYKEVIPMOGELS OPOL OLTAOV TOV PUPUAKEVTIKOV
npoioviwv. Extdc e Aaupovdivng, tng adefovir dipivoxil kot tng tenofovir disoproxil fumarate, ta



QIOTEAECLLOTOL TNG CLYXOPNYNONG TNG ENtecaVIr pe QOPUAKEVTIKA TPOidVTA TOL ameKKpivovTaL omd Ta
veppd 1 emmpedlouvv T veppikn Asttovpyia dev Exovv a&toloyndel. Ot acOeveic mpémet va
TopakoAoLOOVVTOL GTEVA Y10, AVETIBOUNTEG eVEPYELE OTav 1) entecavir cuyyopnyeital pe tétola
QOPUOKEVTIKA TPOIOVTAL.

Agv mapatnpnOnkay apuoKokivnTIKEG aAANAETIdPAcElg petaly Tng entecavir kot g AapuPovdivig,
¢ adefovir 1 g tenofovir.

H entecavir dev givar vootpopa, EToymyEs 1 avacsToréns TV evEDI®Y ToL Kutoxpoduatog P450
(CYP450) (Bréme mapdypao 5.2). T't' avtd 01 opUOKELTIKEG OAANAETIOPAGELS TTOV EMLTVYYAVOVTOL
uéow tov CYP450 givar aniBavo va copfodv pe tnv entecavir.

Iodrapukdc TAnfuoude

Meléteg arlnienidpaong Exovv mpaypatonomBel Hovo o€ EVAMKEC.
4.6 Tovipétnra, KOO Kot yorovyio
luvaikeg o avomapaymykr nlkia: dedopévou 0Tt ot mBavoi Kivouvor yio To avanTuecOpevo EUpuo

glval GyvooTol, 01 YOVOIKEG GE aVOmApOY®YIKN NAIKIO TPETEL VOL YPNCIUOTOLOVV OTOTEAEGILOTIKN
OVTIGUAAN Y.

Kbnon: dev vapyovv enopkn otolyeio omod ) ypron g entecavir oe £ykveg yovaikeg. Meléteg o€
{oa katédel&ov ToEIKOTNTO GTNV AVOTAPAYMYIKT IKOVOTNTO 68 VYNAEG docels (PAEme

Topaypaeo 5.3). O evdeyduevog kivouvog yia Tov dvBpomo ivar dyvoortoc. To Entecavir Accord dev
TPETEL VAL YPTCLLOTOLEITAL KATE TN SLAPKELN TNG EYKVHOGVUVIG EKTOG EAV EIVOL CAPADS OTOPALTNTO.
Agv vmépyovv otolyeia yio v enidpaon g entecavir ot petddoon tov HBV and ) untépa oto
veoyévvnto Bpépoc. I't' avtd, mpémet va yivovial ol KaTdAANAEC TapeUPAGELS Y10 VO OTTOTPEYOLY TNV
petddoon tov HBV o1o veoyévvnro.

OnAacude: givar dyvwoto hv 1 entecavir exkpivetotl oto avOpdmivo yoa. Ta drabéoiua
t0€koLoyIKG dedopéva og (ha £de1&av anékkpion tng entecavir oto ydla (yio Aertopépeieg PAEme
napdypago 5.3). O kivovvog ota Bpéen dev umopet va amokieotel. O Onhaooc Tpénet va
draxodmTeTon Katd ™ ddpkeia ¢ Bepameiog pe Entecavir Accord.

Covipdmro: to&ikoroyikég pedéteg oe (da ota omoia yopnynOnke entecavir dev £deiéav enidpaocn
oV yoviuotnto (BAéne mopdypago 5.3).

4.7 Emopacelg 6Ty tkavoTiTo 001]YN61S KO XEPLGROD M aVI|RAT®OV

Agv TpayLoToTo OOV LEAETEC GYETIKA UE TIG EMOPAGEIS GTNV IKOVOTNTO 00N YOG KOl XEIPIGHLOD
pnyovnuétov. H (dAn, n kOTmon Kot 1 vavniio eivot cuyveg avemBounteg eVEPYELES TOV UTOPEL VOl
TOPEUTOOICOVY TNV IKAVOTNTO 001 YNONG KOL YEPICUOV UNYOVILATOV.

4.8  AvemOOunteg evépyereg

a. Zdvoyn tov TpoYil 0oparEIog

Y& KAWIKEC SOKIUEG o€ 00DEVEIC [1E AVTIPPOTOVUEV NTTOTIKY] VOGO, 0L 10 GLYVEG aVETIOOUNTEC
EVEPYELEC OMOLNGONTOTE PopVTNTAG LE TOVAGYIGTOV [a Thavn oyéon pe Tnv entecavir ftav
ke@aialyia (9%), kommon (6%), oA (4%) kot vavtio (3%). [Tapo&hvoelg T NroTitidng Kot )
ddpkela kot petd tn drakomn tng Oepaneiog pe entecavir £yovv emiong avagepdei (BAEne mapdypapo
4.4 xon y. Heprypopn emAeyuévov avemOountmy evepyeinv).

B. Hepiinyn ovemBountwv evepyery oe Lopei mivoro.

H a&oldynon tov avembountov evepysidv Paciletar oty eumeipio amd mopakolovOnon puetd my
KUKAOPOpPIa TOV PAPHAKOL Kot Ao TEGGEPLG KMVIKEG OOKIUEG oTIg omoieg 1.720 acBeveic pe ypdvia
Aoiuwén nratitidag B kot pe avtippomoduevn Nrotikn voco Elafav SmAG-tueAr Oepaneio pe



entecavir (n=862) 1 Lauifovdivn (n = 858) yia nepiodo uéypt 107 efdouddeg (PAéne mapdypapo 5.1).
2e QUTEC TIG LEAETEG , TO TPOPIA ACPAAELNS, CUUTEPIAAUPAVOLEV®Y KOL LUT) PUGIOAOYIKMOV
EPYOCTNPLOKDV DV, TaV cuykpicua pe entecavir 0,5 mg nuepnoing (679 HBeAg Oetikoi 1y
apvnTikoi aobeveig ympic Tponyoduevn Bepaneia pe voukieosidto mov rafav Bepameia yio To
dapeco xpovo Twv 53 gfdopadwv), entecavir 1 mg nuepnoing (183 acbeveic avbektikoi o
AapBovdivn Elapav Bepameia yio to dtdpeso xpdvo v 69 gfdopddmv), Kot AaptPovdivn.

Ot avemBounteg evépyeleg Tov Bewpovtat TovAdyioTov Mg mhava oyeTIlOUEVES e TNV entecavir
KOTOTACOOVTAL GE KaTnyopia opydvov cuotipatog copatos. H cuyvotnta kabopiletar mg mold
ovyvn (= 1/10), ouyxvn (= 1/100éwc < 1/10), oyt ovyvég (=1/1.000 £mg <1/100), ondvieg (=>1/10.000 £wg
<1/1.000). Evtoc kabe katyopiog cuyvoTnTog EROAVIONC, Ol AVETIBOUNTES eVEPYELEC TTopoTiBevTOL
katd eBivovca celpd cofapotnTac.

Aratopaoyég 100 0vosOoTOINTIKOD CDOTHUOTOG:

OTAVIEG I OVOQULAOKTOEWNG avTidpaon
Poy1oTpikég OL1aTopoyEs.

GLYVEG © abnvia

A1070p0oyES TOL VEVPIKOD GVOTHUATOG:

GUYVEG © Kepaiodyia, (aAN, vvnAia
Aratopoyég Tov YaoTpEVTIEPIKOD TVOTHUOTOG:

GUYVEC . €ueTog, d1Gppota, vourtia, ducmeyia
ALaropoyéc Tov NIOTOS Kol TV YoAN@Oopwv:

GUYVEG D avENUEVEG TPOVGOUIVAGES
A10T0poyég TV FEPUATOS KT TOV DTOIOPIOV LOTOD:
oytovyxvés - e&hvOnpa, aAomekio

TeviKES O10T0POYES KOl KOTAOTAGELS THS 000D YOPHYHONG.
GUYVEG . Kémwon

"Exovv avapepBel Tepmtdoelg YOAUKTIKNG 0EEMONG, TOV GLVOEOVTOL GLYVA LE NTATIKY avTppOTNON,
GAAeC GOPOPEC IOTPIKEC KATAOTAGEIC 1} G€ EKOECELS GE PUPUAKEVTIKE TPOTovTa (PAETE TAPAYPOPO
4.4).

Oepancio Tépav TV 48 £fdopnddwv: cvvexllopevn Oepancio pe v entecavir yio £vo. SLpeso YPoviko
oo, ddpkelag 96 efdopadmv dev £de1ée kapio véa EvOEln Yo TV 0oQAAELX.

y. leprypopn emileyuevaov avemBountwy evepyeimy

Epyoompiokég e€etdoelg un euolohoyikéc: Xe KAWVIKEG doKIUEG aclevav ympic Tponyoduevn
Bepamneia e vourkkeooidlo, to 5% elyoav avénoeis e ALT > 3 popég amd v évapén kat to < 1%
elyav avénoeig ALT > 2 popég amod v évapén pali pe oAkn xohepuOpivn > 2 popég avmtepo
euotoroykd 6pto (ULN) kot > 2 popég and tnv Evapén. Enineda arfovuivng < 2,5 g/dl
eppavichniay oto < 1% tov achevov, enimeda apvidons > 3 popég and v Evapén oto 2%, enineda
Mméong > 3 eopéc omd v évapEn oto 11% kot apometdhio. < 50.000/mm3 oto < 1%.

e KAMvikég dokipég acevov avBektikol otn Aapuovdivn, to 4% siyov avénoeig ALT > 3 popég and
v évapén, kot 1o < 1% elyav avénoeig ALT > 2 popéc amd v évapén pali pe oAtkn yorepubpivn
> 2 popéc ULN xot > 2 @opéc amod v évapén. Enineda apoidong > 3 opéc amd v évapén
eupaviomkov 6to 2% tev acbevav, eninedo Mmdons > 3 popég amd v Evapén oto 18% kan
arpometdAta < 50.000/mm? 6to < 1%.

Hopo&dveeig katd ) didpkela g Oepaneiag: oe peréteg pe acbeveic yopic mponyoduevn Bepomeio
ue voukAeooido, avénoeig g ALT ot Bepaneio > 10 popég ULN kot > 2 popég amd v évapén
napovctdcnke 610 2% tov acbevdv mov EaPav entecavir évavtt 4% tov acbevdv mov Edafay
AapuPovudivn. Xe pedéteg pe acbeveic avBextikovc ot AautPovdivn, avénceic g ALT ot Oepameio
> 10 popég ULN a1 > 2 gpopég amd v Evapén eppavicdniay 61o 2% tov acbevav mov Erafav
entecavir évavtt 11% tov acBevav mov Edafav Aapifovdivr. Meta&d tav acbevav mov Elafav
entecavir, ot avénoeig tng ALT, mov katd T Sidpketa tng Oepaneiog eiyav diépeco ypovo yio Ty




évapén 4 - 5 efdouddes, d1opbddNKay oe YEVIKES YPOUUEG 0T GLUVEXELN TNG Bepameiag Kot 6TIg
TEPLOGOTEPES TEPIMTMGELS, GYETIGOMKOV pe pia peiowon > 2 logie/mL tov ukov goptiov Tov
wponynonke N cvvéneoe pe v awénon g ALT. Zvvictdtol Teplodikn TapaKoAovdno Tng NIATIKNAG
Aertovpyiag Kotd T ddpkelo TG Bepameiog.

Hopo&vvoeig petd ) dwakonr| g Bepaneing: ofeleg mapohvoelg nmatitidag Exovv avapepbel o
acBeveic mov diEkoyav ) Bepameia yio TNy nratitida B, mepiiappfavouévng kot g Bepaneiog pe tnv
entecavir (BAéne mapdypao 4.4). e perétec acbevmv xopig mponyoduevn Bepaneio pe voukieosidlo,
10 6% TV acbevav mov EAafav entecavir kot to 10% tov acbevdv mov Erafov AapPovdivn
napovciocav avénoeig g ALT (> 10 popéc ULN kot > 2 popég thv Tiun avaeopds [eAdyioto g
TWNG Evapéne N TV teAevTaia TIUN PHETPMNONG 6T0 TEAOG TN d0c0A0YiAG]) KaTd T SLapKELd TNg
TopokoA0vONoNG petd ™ Bepaneio. Meta&d tov acbevav oe Bepaneio pe entecavir, yopic
mponyovpevn Bepaneia e voukieoaoidio, ot avéncelc g ALT siyov didpeco ypdvo epepaviong

23 - 24 gBdopddeg kot to 86% (24/28) tov avénoeswv e ALT gppavicdnke oe acbeveic HBeAg
apvNTIKOVC. Xe perétec o acbevelg avBextikong ot AapPovdivn, pe povo mepropiopévo aplfuod
acbevdv Tov mapakorovtndnkav, to 11% tov acbevdv mov Erafav entecavir kot Kavévag omd Toug
acBeveic mov Ehafav AapuPovdivn dev avéntuée avénoeig g ALT katd ) dtdpkela g
mapokolovOnong petd  Oepamneio.

211g KMVIKEG dokiuéc M) Ogpomeia pe Ty entecavir drakomnke edv ot acbeveig methyavoy o
npodtayeypapupévn omokpion. Edv n Bepomeio diakomel ympic vo cvoyetichel pe tnv andkpion ot
Bepamneia, n cuxvotnta avalomipwong g ALT petd ) Bepaneio pmopel va givor peyodotepn.

0. loudrozpixog minBoouog

H aopdieia g entecavir og mardiotpikodg acbeveic amd 2 £mg < 18 etdv Paciletar og 600 KAVIKEG
ueléteg og dropa pe ypovia Aoipwén arnd HBV: wa poappakokvntikn ok ®dong 2 (uerétn 028)
Kot po dokun daong 3 (nerétn 189). Avtég ot dokipég mapéyovv ototyeio amd 173 HBeAg Oeticong
CULUUETEYOVTEG YWPIg Tponyoduevn Bepaneia pe voukieosiola wov Elafav Bepancio pe entecavir
dtdpeong duapkelag 60 efdopddmv. Ot avemBOUNTEG EVEPYEIEG TTOV TOPATNPNONKAV GE TALSIATPIKOVG
oLUUETEYOVTEC TTOV EAaPav Bepameia pe entecavir NTov GOUPMOVEC Ue BVTEC TTOL TOPUTNPNONKAY GE
KMVIKEG dOKIUES TNG entecavir og evidikes. (BA. a.. Zvvoym tov Tpodid acpaieiog kot wapdypago 5.1)
pe v akoAlovdn eaipeon otovg TadlaTpikovg acheveic:

TOAD GUYVEG avemBOUNTEC EVEPYELEC: OLOETEPOTIEVIA.

&. AAdor eidixoi minBoouoi

Eunepio o 060eveic pue un-avtippomoduevn nrotikn voco: 1o tpoeil ac@aieiag tng entecavir o
acBeveic pe un-avTippomoV eV NTATIKT VOGO 0EIOAOYHONKE GE TUYOLOTONEVT] OVOLYTH LEAETN
obykplong 6mov acbeveic Ehapav Bepameio pe entecavir 1 mg/muépa (n=102) 1 adefovir dipivoxil 10
mg/muépa (N=89) (uehétn 048). Zyetikd pe Tig avemBOUNTES EVEPYELIEC TTOV OVAPEPOVTOL GTNV
napdypoeo f. Hepilnyn avembountwy evepyeiav oe popei mivoro, o EMTAEOV avemfOun
evépyela [pelmon og drrtavlpakikd Tov aipotog (2%)] mapatnpndnke oe acbevelg mov Elafav
Oepameia pe entecavir oty efdoudda 48. To abpoioTikd 1060610 Bovdtov Katd T ddpKeln TG
peAétng Nrav 23% (23/102) kot ot artieg Bavartov giyav yevikd oxéon Ue 10 fmap, OTWOS UVAUEVETOL GE
avtdv Tov TAnBvoud. To aBpoiotikd T0c0oTd NraTokLTTAPKoD Kapkivopoatog (HKK) katd
ddpkera g perétng nTov 12% (12/102). ZoPapég avemBOUNTEG EVEPYELES EIYOV YEVIKA GYECN LIE TO
Nmap, pe afpolotikn cuyxvotnTo 69% Kotd ™ dudpkeln ¢ peAétne. Acleveic pe vynAdTepPO deiTn
CTP xatd v évapén giyav peyardtepo kivovvo avamtuéng cofapmv avemBountwv evepyeimv (PAéne
Tapaypago 4.4)

Epyoaompiloxég egetdoeig un ouolohoyikéc: katd tn odpkeld tng fdopndadas 48 avdpeosa og acbeveic
nov éAafav Oegpomeio e entecavir pe un-avippomovEVT NTOTIKN VOG0, KOvEVOG OeV iye 0LENGELS
™G ALT > 10 @opég ULN «or > 2 @opéc amd v évapén, kot 1% tov acbevav eiyoav avénoeic g
ALT > 2 gopéc amd v évapén poll pe ohkn yorepuOpivn >2 popég ULN ko > 2 @opéc amd v
évapén._Eninedo arfovpivng < 2,5 g/dl epgpavicbnkav oto 30% tov acbevov, exineda Mmdong

> 3 popéc amd v Evapén oto 10% ko oapometdio < 50.000/mm? oto 20%.

10



Eunepia og ao0eveic pe ouvodd roipwén HIV: 1o npogik aceodeiog tng entecavir og Evav
TePLoPIopEVO aplBpd acBevov pe Aoipmén HIVIHBYV og Bgpanevtivd oyguoato HAART
(avtipetpoikn Bepameio vynAng dpacticdtntag - highly active antiretroviral therapy) mov
neplerdpfovay AapPoudivn nrav Tapdpolo Le To TpoPid acpareiog tov acBevav pe povn Aoipmén
HBV (BAéne mapaypapo 4.4).

DO o/MMKia: dev VINPYE ELEAUVIG dLaPOPE 6TO TPOPIL aoPaAEiag TG entecavir e oxéon pe To0 OAO
(= 25% yvvaikeg oTIc KMVIKEG doKUES) 1) TNV NAkia (= 5% tev acbevav > 65 etmv).

Avo@opd mhavoroyoduevayv avembountmv evepyeimv H avapopd mbavoloyodpevev averBountov
EVEPYELDV HETA OO TN XOPNYNOT ASEWNG KUKAOPOPIOG TOV QUPUOKEVTIKOD TPOTOVTOG EIVOIL O1LOVTIKT).
Emutpénetl ) ocvveyn mapaxoAovdnor g oxéong opéAouc-Kivohivov Tou (UPLOKEVTIKOD TPOIOVTOC.
Znteiton and TOVG EXAYYEALATIES TOV TOUEN TG VYELOVOLKTG TEPIBOAYNC VOl avaPEPOVYV OTOIEGINTOTE
TOovoroyobuEVES avemBOUNTEG EVEPYELEC HECH TOV EBVIKOD GUGTAUOTOG AVOPOPAS TTOL OVOYPAPETOL
oto [apaptmpua V.

49 Ymepdooolroyia

Ymndpyet meplopiopévn eumepio avapepbeicas vrepdocoroyiog entecavir o acbeveic. Yyieig
eBehovtég mov Edafav péypt kot 20 mg/muépa puéxpt kot yor 14 nuépeg ko epdmal 600e1g PPt Kot

40 mg dev giyav kapio un ovopevouevn avemBountm evépyeta. Edv couPei vrepdocoroyia, o acBevig
TPENEL vaL TApoKoAoLOgiTaL Vit £VOEIEN TOEIKOTNTOG KO VO TOL TOPEYETAL 1] KATAAANAN Kabiepopévn
VROGTNPIKTIKY Oepameio.

5. DOAPMAKOAOTI'IKEX IAIOTHTEX
51 ®@oppoKodvVOpRIKEG 1OIOTITES

DoppokobepamenTikn KATNYopio: OVII-UKA GUGTNLOTIKNAG XOPTYNONG, VOUKAEOGIOKOT Kot
VOUKAEOTIOIKOL OVAGTOAELS TNG VAGTPOPNG LETAYPAPAONC.
Kwdwoc ATC: JOSAF10

Mnyovicudg dpdongc: 1 entecavir, £va avaAoyo Tov voukAEoG18iov TG Yovavooivig pe dpdon évavtt
g moAvpuepacnc Tov HBV, poceopudvetal omoTeEAECUATIKA Kot oYNUaTiCeL T OpaoTIKY
tprpwcpoptkn (TP) popoen, n omoia &xet xpovo evdokvtrapikng Nui-Long 15 dpeg. ZuvayoviLouevn pe
T0 PLGIKO VITOGTPOLE. dgo&vyovavoaivny TP, 1 entecavir-TP avactélietl Aettovpyikd tig 3 dpdoelg g
ukng moAvpepaong: (1) minpwon g morvpuepdong tov HBV, (2) avacstpoern tng LETAYPAPNG TOV
apvnTikov kKhdvov tov DNA amd to mpoyevopikod ayyeiapopo RNA, kot (3) odvBeon tov Beticon
KA®vou tov DNA tov HBV. H K g entecavir-TP yio v moAvpuepdon tov DNA tov HBV givar
0,0012 uM. H entecavir-TP givou évag acOevic ovasToléas TV KVTTAPIKOV TOAVUEPACHV a, B Kol &
tov DNA pe tipée Ki am618 émg 40 pM. Emmpocbitme, vyniég exbéoeig tng entecavir dev
TOPOLGIACAV Koo OXETIKT avemBOUNTN EVEPYELD OTIV TOALUEPAOT] ¥ 1 TN GVVOEST HITOYXOVIPLOKOD
DNA ota kottapa HepG2 (K > 160 uM).

Avtuxi] dpaon: 1 entecavir avéoteide ™ odvleon tov DNA tov HBV (50% peioon, ECso) o pia
ovykévrpmon 0,004 uM ce avBpomiva kdtrapa HepG2 mov éxovv poAivvoel pe emBetikd TOTO TOL
HBV. H didpeon tiun ECso yia tnv entecavir évavtt tov LVDr HBV (rtL180M ka1 rtM204V) ftav
0,026 uM (ebpog 0,010 - 0,059 uM). Kmdikomoinon vroKataoTdcemv ovVAGUVILUGUEVOVY 1OV e
avtictacn oty adefovir gite oro MN236T 1 670 AL81V mapéuevav ohokAnpmtikd gvaichntotl otny
entecavir.

Avdlvon g avacTAATIKNG dpaomg TG entecavir évavtt opddos epyacTnplokd Kot KAVIKA
OTOUOVMOEVTOV TPOIOVIMYV, XPNCUOTOLDVTAG TOIKIAIN KVTTAP®Y Kol GLVONKOV avdAvong, anédwaoe
Tipég ECso mov xopaivovray omd 0,026 £wg > 10 uM- o1 youniotepeg twég ECso mapoatnpnOnkoay dtav
YPNOOTOMONKOV LEIOUEVO ETLTES TOV 10V GTOV TPOGIOPIGHO. XE KLTTOPOKAUAAEPYELD, ) entecavir
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enéle€e vmokataotocn M184l 6 pkpouoplaKkéG GLYKEVTPMOGELS, EXPEPAULDVOVIOC OVAGTUATIKY TTiEOT
o€ VYNAEG ovykevipaoels. O mapariloyég tov HIV mov mepieiyov v vrokatdotacn M184V &dei&av
ueioomn evocnociag oty entecavir (BAéne mapdypago 4.4).

e mpocdlopiopovs cuvdvacpod HBV og kuttapokaiiiépyeta, ot apmakafipn, Sdavosivn,
Aapovdivn, otafovdivn, tevopofipn 1 {doPovdivn dev Nrav aviayoviotikég g avti-HBV dpdong
™G entecavir yio, po eupeio, TEPLOYN GLYKEVIPOGEMV. X& avTukovg tpocdiopicpovg HIV, iy entecavir
0€ WKPOUOPLOKES GUYKEVIPADGELS OV NTAV avTayOVIGTIKY otV avti-HIV dpdon avtdv tav €L
NRTIs 1 tng emtricitabine og kutrapokoAMépyeia.

AVTIGTAGT 6TV KVTTOPOKAAMEPYELD: GYeTIKOL pe Tov emfBetikd Tomo HBV, LVDr 101 mov
TePLEYOVV TIG VIokaTAoTAcELG ITM204V kot TL180M gvtdg TG avaoTpOEnG LETOYPAPAONG
Katadetkvoouy 8-mhdcta petmpévn evatsbnoio oty entecavir. Elcaywyn emmAéov petafoidv
TOVETV auvo&éwmv rtT184, rtS202 1 rtM250, peidvel tv evarcOnoia évovt g entecavir oe
KuTTOpOoKaAAEPYELd. O1 VTTOKOTAGTAGELS TOV TapATNPNONKAY GE KAMVIKG ATOHOVOUEVO TPOIOVTOL
(rtT184A,C,F, G, I, L, M1 S rtS202 C, G 1 I" /o rtM2501, L 1 V) peioocov nepartépm tnv
evatetnoia Evavtt g entecavir katd 16 £og 741 gopéc, oe oyéomn pe tov embetikd Tomo 100. Ta
avBextikd otn AapPovdivn otedéyn mov pépovv vokatdactact L180M kai rtM204V ce cuvdvacpo
pe vrokataotaon apvotéog NA181C odnynoav o Helmon TNG POVOTLTIKYG evaisOnciog otV
evtekofipn kotd 16 émg 122 popéc. Orvmokatactacelg ETV uovo ota vroleippara rtT184, rtS202
Kot ItM250 éxovv pétpia emidpacn oty gvoicOncio Evavtt tng entecavir, kot dev £xovv mopotnpnBel
anovcio vrokatactioemv LVD, oe mepiosotepa amd 1000 deiypata acbevav, Tov omoinv
npocdlopiotnke 1 ahAnAiovyio. H avtoyn emituyydvetol pe t LEGOAAPNON HEIOUEVT|G GOVOEST|G TOV
OVOGTOAEN OTNV CALOIOUEVT avTioTpooT petaypapdon tov HBV, kat o avBektikog HBV gupavilet
LEWMUEVT] IKOVOTNTO TOAAUTAQGIOGUOD GE KUTTAPOKOUAMEPYELD.

Klvikn gprerpia: n anddeién g oeéreiag Paciletol 6€ 1I6TOAOYIKES, IOAOYIKES, PloynpiKég Kot
0POAOYIKEG aVTATOKPIGELG LeT amd Oepameio 48 efdopadmV og evepyd eAEYYOUEVEG KAVIKEG SOKIUEG
oe 1.633 evilkeg pe xpovia Aoipwén nratitidog B, £vdeiEn ukng avtypagng Kot avTippomovevn
nrotikn voco. H acedlela kot anotelecpotikdtnto tng entecavir a&odoyndnkay eniong o€ o
evepya ereyyouevn perétn pe 191 acbeveic ue HBV pe un-avtippomoduevn Nmotikn voco Kol 6€
68ac0eveic pe ovvodovg Aopméec HIV kot HBV.

Y& peréteg oe ac0eVEIC e OVTIPPOTOVLEVT NITATIKN VOGO, MG 1IGTOAOYIKT| BeAtioon opicOnke n
ueioon katd > 2-fabuovc otn Pabuoroyio vékpwong reypovig katd Knodell and v évapén ympig
peimon g Pabuoroyiag g ivwong katd Knodell. Ot avtoamokpicels tov acbevav pe Babpotoyio
Tvoong kotd Knodell oty évapén 4 (xippoon) ftav cUYKPIGIIES LE TIG GUVOMKEC OVTATOKPIGELS G
OAa TaL LETPO 0mOTEAECUATIKOTNTOG (OAOL O1 acbevelg eiyav avtippomovduevn nratikny voco). Ot
vymAoi Babpoi vékpwong ereypovig katd tnv évapén (> 10) katd Knodell oyeticOnkav pe
UEeYOADTEPT 10TOAOYIKT| PeATimon oTovg aobeveig ympic Tponyoduevn Bepaneio pe vovkieosidta.
Eninedo ALT > 2 @opég ULN katd v évapén kar HBV DNA < 9,0 logio avtiypaeo/mL kotd tnv
évapén, oxeticOnkav Kot o 000 pe VYNAOTEPA TOGOGTA 10A0YIKNG avtamokpiong (ERdopdda 48 HBV
DNA < 400 avtiypapa/mL) oe HBeAg-Oetikong acbeveic ywpig mponyovuevn Bepaneio pe
voukAeooidla. AveEaptnTa amd To YUPUKTNPIGTIKA KOTA TNV Evapén, 1 TAELOVOTNTO TV 0cOEVDY
£0e1£0v 10TOAOYIKT Kol 10AOYIKT avTamdkpion ot Oepaneia.

Euneipio oe aoOeveic ywpic mponyoduevn Oepomeio pe vovkAeooiolo ue ovippomovusvy otk vooo:
Amotedéoporta otig 48 efdouddes, SmAd TVEADOV peAET®V TOL GLYKpivovy TV entecavir (ETV) pe
Aappovudivn (LVD) og Betucovg HBeAg (022) kan apvnticovc HBeAg (027) aoBeveic mapovoidlovral
GTOV TTiVaKA.
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Xwpic Tponyoduevn Bepaneio pe voukAeosidlo
HBeAg Octikodg HBeAg Apvnrikdc
(nerétn 022) (nerétn 027)
ETV LVD ETV LVD
0,5mg wo | 100 mg wee | 0,5 mg e | 100 mg o
Qopd, TV Qopd Vv Qopd TNV Qopd TNV
nuépa nuépa nuépa nuépa
n 3142 3148 2967 2878
Istoloyucr] Bedtioon® 72%* 62% 70%* 61%
Beltimon Babuoroyiog ivwong Ishak 39% 35% 36% 38%
Emdeivoon Babuoroyiac ivawong Ishak 8% 10% 12% 15%
n 354 355 325 313
Meimon ukov poptiov -6,86* -5,39 -5,04* -4,53
(logio avtiypagpo/mL)©
Mn-aviyvedoipo HBV DNA 67%* 36% 90%* 2%
(< 300 avriypaga/mL katd PCR)®
Oporomoinon ALT (<1 popég ULN) 68%* 60% 78%* 71%
HBeAg Opopetatponn 21% 18%

*un P évavtt AapPovdivng < 0,05

2 aoBeveig pe agloloynoun wroroyio kotd v Evapén (Babuog Nékpwong ereypovng katd Knodell > 2)
£Vo TPOTOPYIKO KATOANKTIKO onpeio

¢ tpocdiropiopdg Roche Cobas Amplicor PCR (LLOQ = 300 avtiypaga/mL)

Euneipio oe aobeveic avlextikoic oty opiflovdivy pe ovtuppomoduev nuotikn vooo:

g o Tuyotomomuévn, SMAG-ToeAN puekét oe Beticovg HBeAg acbBeveig avBektikong ot
AapPovdivn (026), mov 1o 85% twv acbevav mapovsialov petodlaéels LVDr kotd v évapén, ot
acBeveic mov ehduPavav AapPovdivny kotd v vtaén otn ueié site dAlalov o entecavir 1 mg o
Qopa TNV NUEPA, Ywpig ovte mePiodo KabBapong ovte mepiodo emkdivyng (N = 141),  cuvéyioav pe
AapBovdivn 100 mg o eopd v nuépa (n = 145). Ta anoteréopota Tomv 48 fdouddwv
Tapovcldlovial 6Tov TivaKa.

AvBektikoi otn Aapifovdivn
HBeA(g Ostikoi (uerétn 026)
ETV 1,0 mg o @opd LVD 100 mg o @opd
™V Nuépa TNV Nuépa
n 1242 1162
Istoloyuc Bedtioon® 55%* 28%
BeAltioon Babuoroyiog ivmong Ishak 34%* 16%
Emdeivioon Babuoroyiog ivmong Ishak 11% 26%
n 141 145
Meimon ukov goptiov -5,11* -0,48
(logio avtiypagpo/mL)©
Mn-aviyvedoo HBV DNA 19%* 1%
(< 300 avtiypaga/mL katd PCR)®
Oporonoinon ALT (<1 popég ULN) 61%* 15%
HBeAg Opolletatpomn 8% 3%

*un p évavtt AapPovdivng < 0,05

2 aoBeveic pe a&ohoynoun worohoyio katd v Evapén (Babuog Néxkpwong ereypovig katd Knodell > 2)
b ¢va TpoTAPKIKO KATAANKTICG onEio

¢ tpocdropiopdg Roche Cobas Amplicor PCR (LLOQ = 300 avtiypaga/mL)

Anoteléouora wépay twv 48 gfdouadwy Bepomeiac:
H Oepameio dexomn dtav tkavomromdnkoay tpokadopiopévo kpitiplo amokpiong otig 48 efdouddeg 1
KaTd TN O1GpKELD TOV devTEPOL £ToVC Bepameiog. Kpitnpio amdkpione Tov 10A0YIKN KATAGTOAT TOV
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HBV (HBV DNA < 0,7 MEg/mL and to bDNA) kow andreion HBeAg (o HBeAg Betikoig acbeveic)
N ALT < 1,25 gopéc v ULN (ce HBeAg apvntikovg acbeveic). Acbeveic mov avrtamokpivovtan
mopoKoAovOnOnKay yio emmAéov 24 gfoopadeg extdc Bepaneiog. Ot acbeveig mTov TAnpodoay Ta.
KPLTAPLO. LOAOYIKNG GAAG Oyl OPOAOYIKNG OmOKPIONC, GLVEXIGAV TNV TVPAN Bepameio. XTovg 0obeveig
OV O&V TAPOVGIAGAV LOAOYIKNY amoOKploT 600nKe evaliakTiky Oepameio.

Xawpic mponyoduevy Gepameio pe vovkleoaioio:

HBeA(g Ostikoi (nerétn 022):  Bepancio pe entecavir £og kot yio 96 gfdouadeg (N = 354) gixe g
amotéieopa 80% abpoiotikny cuyvotto andkpiong yio HBV DNA < 300 avtiypago/mL kotd PCR,
87% vy v opahomoinom g ALT, 31% ywo HBeAg opopetatponn kot 2% Y10 OpOUETATPOT
HBsAg (5% yw amdieto HBSAQ). ' T Aapifouvdivn (n = 355), ot aBpoloTikéc GuyvoTnTES
amokplong frav 39% yuo tov HBV DNA < 300 avtiypagpa/mL katd PCR, 79% yio tnv opaAomroinon
g ALT, 26% yw HBeAg opopetatpomny, kat 2% yia opopetatponiy HBsAgG (3% yio armAeio
HBsAQ). Zto télog ¢ docoroyiag petald tav actevomv mov cuvéyicav ) Bepoameio mépav TV

52 gfdopddmv (duapeco ddotnua 96 efdopadwv), to 81% twv 243 acBevav mov Edafav entecavir kot
70 39% 1oV 164 acBevav mov Elafav AapuPovdivn giyav HBY DNA < 300 avtiypago/mL katd PCR
ev M oparomoinon g ALT (<1 gopéc ULN) mapatnprdnke oto 79% avtdv mov Elafov entecavir
Kot 670 68% TV acbevav mov Erafav Aapovdivn.

HBeAg apvntikoi (ueiétn 027): n Bepaneio pe entecavir émg kot 96 gfdouddsc (n = 325) eiye wg
arotéleoua 94% cuyvotteg afpototikng amdkpiong yio tov HBV DNA < 300 avtiypaga/mL xotd
PCR xot 89% yia v oparonoinon g ALT évavtt 77% yw tov HBV DNA < 300 avrtiypaga/mL
am6 to PCR kot 84% yio v opahomoinom g ALT yia tovg acbeveig mov Edafov Aapifovdivn

(n =313).

T 26 aoBeveig mov Elafav entecavir kat 28 wov Ehafav Aoppovdivn, Tov cuvéyicay tn Bepansio
népav Tov 52 gfdopddmv (Sdpeco ddotua 96 £fSopades), To 96% avtdv mov Elafav entecavir kot
70 64% vtV Tov Edafoav AauiBovdivn eiyov HBV DNA < 300 avriypaeo/mL katd PCR oto téhog
g docoroyiag. H oparomoinon mg ALT (£ 1 popég ULN) mapatnprnke oto 27% avtdv mov
éhofav entecavir kot 610 21% tov achevaov mov Ehafav Aapfovdivn 6to T€Aog ™G docoAoYioG.

I"oa tovg acbeveic mov ekTANp®GAV Ta KABOPIGUEVE, 0Td TO TPOTOKOALO KPLTHPLA, 1| OTOKPIOT
dwatnpnnke oe OAN TV Tepiodo maparxorovdnong twv 24 eBdonddmv petd  Bepancio oto 75%
(83/111) awtdv mov avtomokpibnkav oty entecavir évavt 73% (68/93) dcwv avtomokpifnkay ot
AopBoudivn otn perétn 022 ko 46% (131/286) dowv avtoamokpifnkay otnv entecavir évavtt 31%
(79/253) 6owv avtomokpibnkav ot AapBovdivn ot perétn 027. Znv topakoAiovdnon petd
Oepaneia, otig 48 gfdopadec, Evag onuaviikdg apduds HBeAg apvntikdv acBevodv otopdmoe va
avTomokpiveTat.

Amoteréopota Poyidv ratog: 57 acOevelg amod Tig kKopieg peréteg 022 (HBeAg Betucol) ko 027
(HBeAg apvnrikoi) oe acOeveic yopig mponyoduevn Oepomeio pe voukheosiolo, mov mepteAjpnoay
o€ LOKPOYPOVIO LEAETT GuVENIoNG TNE Oepameiog, a&loloynOnKay Yio LaKPOYPOVIEG EXITTOCEL GTNV
otohoyia Tov ratog. H 6om tng entecavir fjtav 0,5 mg nuepnoiong otic kopleg peréteg (néon ékbeon
85 gfdopadmv) kot 1 mg nuepnoimg otn pekétn cuvéyiong g Bepaneiog (péon ékbeon 177
efdoudomv), evad 51 acbeveig otn puekét cvvéyiong g Bepomeiog Elafav apyikd exiong Aapiovdivn
(d1dipeon ddpketa 29 efdopddwv). Amd awtovg Tovg acbeveig, 55/57 (96%) eiyav 1otohoyikn
Bedtioon 0nmg opiotnke Tponyovuéveg (BAEre avotépm) kot 50/57 (88%) eiyav peimon > 1 povddag
ot Babuolroyia ivmong Ishak. T acBeveic pe apyxn Pabuoroyia ivwong Ishak > 2, o1 25/43 (58%)
glyav peimon > 2 povadwv. Orot ot acBeveic (10/10) pe mpoywpnuévn ivmon N Kippwon Kot v
évapén (Pabuoroyia ivwong Ishak 4, 51 6) eiyav peioon > 1 povadag (n ddpeon peioon amd ™myv
apykn Ty nrav 1,5 povadesc). Otav dievepyndnke n pokpoypdvia Proyia, kot o1 57 acOeveic giyav
HBYV DNA < 300 avtiypagpo/ml kot 49/57 (86%) giyav ALT opov < 1 popég ULN. Orot o1 acOeveig
napépevay Betikol yio HBSAQ.

AvOextirol oty lopfovdivy.:

HBeAg Oetikoi (nedétn 026): 1 Bepaneio pe entecavir Eog kot yia 96 gfdopddeg (N = 141) giye og
amotéreoua 30% cvyvotnteg afpototikng amdkpiong yio tov HBV DNA < 300 avtiypaga/mL xotd
PCR, 85% vy tnv oparomoinon tg ALT ko 17% yio HBeAg opouetatpont.
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T tovg 77 acBeveic mov cuvéyioav ) Oepancio pe entecavir tépav tov 52 gfdopddonv (didueco
drdotnua 96 efdopadwv), 1o 40% tev acbevav giyov HBV DNA < 300 avrtiypapa/mL xatd PCR kot
10 81% eiyov oporomoinon g ALT (£ 1 popéc ULN) 610 1€h0g ¢ docoroyiag.

Hhukio/pdro:
Agv vipEe pavepn Slapopd TNV amotelecpaTkOTTO TG entecavir pe Baon to oo (= 25%
YOVOIKEG OTIC KAVIKEG doKéEG) 1 TV NAkia (= 5% tev acBevav > 65 ypovav).

Melétn poxpoypoviog maparxol.ovOnong

H MeAétn 080 ftav pior tuyotomomuévn, avoryt, ®dong 4 pedét mapatipnong yio v a&loAdynon
TOV LOKPOYPOVIOV Kivduvav g Bepanciog pe entecavir (ETV, n=6.216) 1| dAAng kabiepopévng
Bepanciag pe voukieooidto (0£0) katd tov HBV (extog g ETV) (n=6.162) yia ém¢ 10 £ o¢
GUUUETEYOVTEG [E XpOVIa Aoipwén and HBV (CHB). Ta xdpia cupfdvia kKAvikng Ekpaong mov
a&lohoynoOniay otn HeAéTn fTav To, GVVOAKA KokonOn veomAdopato (cuvBeto cuppdv HCC ko
kakonfov veomhacpdtmv ektog HCC), n oxetilopevn pe 1o fmap eEEMEN ¢ vocov tov HBV, 1a
kakonOn veomidopata ektog HCC, to HCC kot ot Bdvarot, copmeprrapfovoévev tov oyxeTilouevav
ue 1o fmap Bavatmv. Xe avti ™ pekétn, n ETV dev cvoyetiotnke pe avénuévo kivouvo kakonbwov
VEOTAOGAT®V GE GUYKPLoN UE T yprion Bepaneidv extdg g ETV, dnmwg a&loloynnke pe to
oLVOETO KATaANKTIKO onpeio TV cuvolkdv kakonBdv veomiacudtov (ETV n=331, un-ETV n=337,
HR=0,93 [0,8-1,1]) ©} T0 eméPOVG KATAANKTIKO onueio TV kKakonBdv veomlacudtomv ektog HCC
(ETV n=95, un-ETV n=81, HR=1,1 [0,82-1,5]). Ta avapepdueva coufavto oyetilOUEVNG LUE TO 0P
e&eMéng g vooov tov HBV kot HCC ftav cvykpioa otig opddeg pe ETV kot yopic ETV. H mo
oLYVA avapepOUEVT] KakonOetla Kot o aupotepeg TG opuddeg pue ETV kot ywpig ETV ftav to HCC,
aKoAoVO0VEVO 0O KOKONOELEG TOV YUGTPEVTIEPIKOV.

Eidixol mAnBoouol

Aaobeveic ue un-avrppomroduevy nrotixiy vooo: ot pelétn 048, 191 acbeveic pe HBeAg Betikn 1
apvnTikn xpovie Aoipmén HBV kot ototyeio nrotikng un-avipponnong, mov opiletot pe dgiktn CTP
7 1 vyniotepo, EhaPav entecavir 1 mg wo gopd v nuépa 1y adefovir dipivoxil 10 mg o popd v
nuépa. Ot aoBeveig Nrav gite ympic Tponyoduevn Bepaneia HBV 1 mpwv ) Bepancio (amoxieiovtag
v po-Bepameio pe entecavir, adefovir dipivoxil, v tenofovir disoproxil fumarate). Katd v évapén,
ot acBeveig giyav pnéco deiktn CTP 8,59 kai 26% twv acbevav ntav CTP kidong C. O pécog deiktg
Kkt v évapén tov Movtédov yia to TeAwo Ztado Hratikmg Nocov (MELD) firav 16,23. O péoog
op6g tov HBV DNA pécw PCR ftav 7,83 10910 avtiypapa/mL kot n péon ALT otov opd frav 100 U/
I. To 54% tov acBevav frav HBeAg Oetikoi, kot 1o 35% tov acbevov eiyov vrokatactdosig LVDr
Kkatd v évapén. H entecavir fjtav avotepn tov adefovir dipivoxil yia to kbpio xataAnktikd onueio
QIOTEAECLLATIKOTNTAG OTN LLECT] LETAPOAY Ao TNV apykn Tiun otov opd tov HBV DNA péow PCR
Katd v efoopdda 24. Ta anoTeAEGUATO Yio EMAEYUEVES TAPAUETPOVS HEAETNG TIG EfOONAdEG 24 Kot
48 paivovtol otov Tivaka.
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EBdounada 24 EBdopdda 48
ETV Adefovir ETv | Adefovir
Dipivoxil Dipivoxil
1mg 1mg
o opd TNV 10mg o opd TNV 10 mg
K r(]pu ?ﬁ) " N Lo opa TNV H T;Pu g) o N Lo, opa TNV
nuépa nuépa
n 100 91 100 91
HBV DNA*
Hocfocré un av:}xvs{)mua (<300 490 16% —_— 20%
avtiypaga/mL)
M oyt 0T .
éom o ,omm and v évapén 4.48* 340 466 390
(logao avtiypoagoa/mL)Y
Ttafepd 1 Pehtiopévo deiktn CTPPO 66% 71% 61% 67%
Agixtng MELD
Méon adloy omd v Evapén ¥ 2,0 -0,9 -2,6 -1,7
Andiete HBsAg P 1% 0 5% 0
OuaAromoinon Tov:°
ALT (1 X ULN)B 46/78 (59%)*| 28/71 (39%) |49/78 (63%)*| 33/71 (46%)
AlBoopivn (>1 X LLN)B 20/82 (24%) | 14/69 (20%) | 32/82 (39%) | 20/69 (29%)
XolepvOpivn (51 X ULN)B 12/75 (16%) | 10/65 (15%) | 15/75 (20%) |18/65 (28%)
Xpo6vog IpobpopPivng (<1 X ULN)B 9/95 (9%) 6/82 (7%) 8/95 (8%) | 7/82 (9%)

“mpocdiopiopdg Roche COBAS Amplicor PCR (LLOQ = 300 avtiypagoa/mL)

B NC = F (noncompleter = amotvyia), mov onpaiver Stoxonn Oepomeiog Tpv amd v efSopndda avéAvong,
cupuTEPLOUPAVOUEVOV TOV AOYOV OTTmG 0 OAvaTog, 1) EAAELYT OTOTEAEGUATIKOTNTOG, AVETIOVUNTO GUUBAY, Un
GUUHOPPOOT/aTMAELN O TapakoAovOn o, vrodoyilovtat og amotuyieg (m.y., HBV DNA > 300 avtiypago/mL)

vy NC=M (noncompleters=oncv)

3 Opileton g peimon f un adhoyt omd v évopén oe deikn CTP.

¢ Méoog deiktng MELD katd tnv évapén firav 17,1 yia ETV ko 15,3 yo adefovir dipivoxil.

¢ Topovopactg etvar ac0eveic e pun euo10AoyIKEg TIHéG Kot TV £vapEn

*p<0.05

ULN=avatepo puotoroyikod 6pto, LLN=kotdTEPO PLGI0AOYIKO Opl0.

O ypovog péxpt v évapén tov HKK 1 tov Bavatov (6moto cupPet mpdto) frav cuykpicipog otig 000
ouddeg Oepanciog. Katd tn didpketo tng peAétng, to mocootd Oavatov abpototikd frav 23% (23/102)
kot 33% (29/89) yia Tovg acbeveic mov Elafav entecavir kat to adefovir dipivoxil, avtictoya, kot ta
afpototikd nocootd twv HKK ftav 12% (12/102 ) ko 20% (18/89) yia tnv entecavir kot adefovir
dipivoxil, avtictoyya.

INoa tovg acbeveic ue vroxortaotdoeslc LVDr katd v évapén, 10 106061 TV acbevov ue HBV
DNA <300 avtiypapo/mL fjtav 44% yio. trv entecavir kot 20% yio to adefovir xatd v efoopdda 24
kot 50% yuo. entecavir ko 17% yio o adefovir v gBdouddo 48.

Aobeveic ue avvooovs Aouwders HIVIHBV mov Aoufdvovv wopaiinia HAART: n perétn 038
neperdpPove 67 HBeAg Betucovc kan 1 HBeAg apvntikd acBevi| pe ouvodd Aoipmén HIV. Ot
acBOeveic siyav otabepn eheyyduevn Aoipwén HIV (HIV RNA < 400 avtiypaga/mL) pe
vrotponidlovoa tupio HBV g Bgpancutikd oyfuo HAART mov mepielauPave Aapfovdivn. Ta
oynpato HAART dev mepieddpfovayv emtricitabine 1 tenofovir disoproxil fumarate. Katd v évopén
ot acBeveic mov Elafav entecavir tapovoiacay pio Siauect diapkelo Tponyoduevng Bepameiog pe
appoudivn 4,8 etdv kou didpeon Tufy CD4, 494 wdtrape/mm? (pe povo 5 acdeveic pe apdud CD4
< 200 xotropa/mmd). Or acleveic cuvéyicay to Oepamentikd oyfpa ne AapBovdivn kot
KatatdyOnkov va tpocbécovv gite entecavir 1 mg o @opd v nuépa (N = 51) 1 eiovikd gappoko
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(n =17) ywa 24 gfdopddeg axorovBovuevo amd emmdéov 24 gfdopddec katd tnv omoia OGAoL ELafav
entecavir. Xtig 24 gfdopddec N peimwon tov tkov eoptiov Tov HBV ftav onuavtikd peyolvtepn pe
v entecavir (-3,65 évavtt avénong xatd 0,11 logio avtiypage/mL). T tovg acbeveig mov apyikd
Katet@ynoov ot Oepaneio pe entecavir,  peiomon tov HBV DNA o1i¢ 48 gfdopddeg

nrav -4,20 logio avtiypaga/mL, n oporonoinon ™me ALT ropovoidcdnke oto 37% tov acbevov pe
un evooroywr] ALT katd v évapén kot kavévag and Toug achevels dev TETVUYE OPOUETATPOTY|
HBeAg.

Aobeveic ue ovvooovs Aouadeic HIVIHBV mov de Laupavovy mopalinio HAART: 1 entecavir dev éyet
a&loroynBei oe acBeveig pe ouvodovg Aodéeg HIVIHBYV mov de Aaufdavovy mapdiinia
arotereopatikny ayoyn HIV. Meawoesig HIV RNA éyovv avagpepOel og acbeveic pe cuvodong
rowpdéeg HIVIHBV mov Aappdavovy povobepaneio entecavir yopig HAART. e opiopéveg
MEPMTOGELG, EYEL TopatnpnOel emhoyn g tapariiayng M184V tov HIV, mov éxel emmhokég otnv
emhoyn tov oynuatov HAART 1ig ontoieg pmopel va Adafet perrovtikd o aobevng. Katd cvvéneia, n
entecavir dgv Tpénel vo, ypNnolpomoleital 6' anTég T cLVONKeS Aoy® TG TOOVOTNTAG OVATTVLENG
avtiotaong tov HIV (BAéne mapdaypago 4.4).

ARTTES UETOUOCYEVONS NTOTOS: M| OOPALELN KO OTOTELEGHATIKOTNTO TG entecavir 1 mg pio popd v
nuépa agoroynOnkay o pio povod okEAOVG peAéTn og 65 acBeveic mov Ehafav HOGYEV A NTOTOC Yol
EMMAOKEG TNG YpOVIaG Aoipwéng HBV ko eiyav HBV DNA <172 IU/mL (mepimov 1000
avtiypapa/mL) katd tn petopdoygvon. O TAnbucudc e pelétg nrov 82% avopeg, 39% Kovkdoiot,
kot 37% Acidteg, pe péco 0po nikiog ta 49 £tn: 89% twv acbevav elyav HBeAg-apvntikt| voco
KOTO TNV HETAROGYELON. ATd Toug 61 acbeveig mov a&loloynOnkay yio arotelecuatikotnto (EAafay
entecavir ywa tovAdyiotov 1 univa), 60 eriong éhapav avocooealpivn nrotitidag B (HBIQ) wc uépoc
TOV OgpamELTIKOD GYLOTOG Y1 TV TPOPVUAAET LETE TN HETALOGYELST. ATO avTovg Tovg 60 acbeveis,
o149 éwaPav yio mepiocdtepo amd 6 ufveg v Bepaneio g HBIG. Trv ERdopdda 72 petd v
UETAUOTYEVOT], KOO oo TIG 55 mopatnpOVIEVEG TEPUTTMOGELS OeV e 10A0YIKN votponn T HBV
[optlousvn wg HBV DNA >50 IU/mL (nepinov 300 avtiypagpa/mL)], kot dev vanpée kapio
avapepBeioa 1OAOYIKN VTOTPOTY| TNV GTLYUN TOL EAEYYOVL Yia TOLG LITOAOTOVG 6 acbeveic. Olot o1 61
acOeveic giyav andieia HBSAQ petd v petapdoygvon, kot 2 amd ovtovg Eywvav apyotepo HBsAg
Oetikol mhpa ™ dathpnon un avyvedoiwov HBV DNA (<6 IU/mL). H cuyvétnta kat 1 @bon tov
AVETBOUNTOV EVEPYEIDY GE QLTIV TNV LEAETN NTOV COUPOVES LE EKEIVES TTOV AVOUEVOVTOL OE
acBeveic mov €govv voPANOel o€ PETANOCYEVOT NTOTOG KOL TO YVAOOTO TPOPIA acOAAEinG TNG
entecavir.

THoudrazpirog minBoouog: H perétn 189 givor po peAétn tng ao@AaAElog Kot TG OmOTEAEGHOTIKOTITOG
g entecavir g 180 wandid ko pNPoug ympic mpornyoduevn Oepaneia pe vovkieosiotn, nikiog amod
2 ¢w¢ < 18 etv, ue HBeAg Oetikn ypovia Aoipwén nratitidog B, aviipporoduevn nroatiky voco kot
avénuévn ALT. Ot acBeveic ToyaromomOnkay (2:1) og Aqyn Tvpromompévng Bepaneiog pe entecavir
0,015 mg/kg ¢wg 0,5 mg/Mmuépa (N = 120) 1 pe eikoviko eappoko (N = 60). H tuyatomoinon
oTPOUOTOTOONKE ava NAKIOKT opada (2 £mg 6 £, > 6 émg 12 £t ko > 12 émg < 18 ). Ta
ONUOYPAPIKA oTOLYEID KO TOL YOPAKTNPLOTIKA TG vOcov HBV katd tnv évapén ftav cuykpicia
petald Twv 2 BepamenTikdV okeEA®V 68 OAEG TIg NAKIoKEG opddes. Katd tnv évtaén otn peiétn, to

uéoo HBV DNA ntav 8,1 logio IU/mL kou n péon ALT fzov 103 U/ yia 6A0 Tov TANBVGUO TG

peAétng. To amoteAéopoTa Yio To KOPLo KATAANKTIKG onueio aceaieiag v ERdoudda 48 kot
EBdopdda 96 mapovoidlovial mapakato.

Entecavir Ewoviko
OapRaKo™
EBdopdda 48 EBdopdda 96 | ERdoudda 48
n 120 120 60
HBYV DNA < 50 IU/mL ka1 24.2% 35.8% 3.3%
opouetatporn® HBeAg
HBV DNA < 50 IU/mL? 49.2% 64.2% 3.3.%
Opouetatponi? HBeAg 24.2% 36.7% 10.0%
Oporomoinon® ALT 67.5% 81.7% 23.3%
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HBV DNA < 50 IU/mL?
Apyiké HBV 82.6% (38/46) | 82.6% (38/46) | 6.5% (2/31)
DNA < 8 logio IU/mL
Apywoé HBV DNA 28.4% (21/74) 0% (0/29)
> 8 10910 IU/mL 52.7% (39/74)

aNC=F (un oAokAnpopévo=anotuyia)

* AcBeveig TuyaomoméVoL 6To EIKOVIKO PAPLOKO TOV deVv glxav opopetatponh HBe- éwg v efdopndda 48 yopioav ce
avoryth perétn e entecavir yuo tov 8g0tepo xpdvo tng perétne. T to Adyo owtd cvykpitikd dedopéva Tuyatomoinong sivor
Swbéoa povov £mg v ERdopdda 48.

H a&ohdynon g nandiatpikng avtiotaong Paciletar oe dedopéva amd modaTpikods acbeveig mov
dev glyav AdPet mponyovpevn Bepaneio pe voukieooidla pe Betikiy HBeAg ypodvia Aoipwén pe HBV
og dVo kKhvikég pehéteg (028 kar 189). Ot 600 peréteg moapéyovv dedopévo. avhektikdtrag ond 183
acBeveic mov Ehafav Bepameia kot mapakorovnOnkav 1o 'Etog 1 kot 180 acbeveic mov Elafav
Bepamneio Ko TapakorovdnOnKay To 'Etoc 2. [Ipaypatoromfnikay yovotumikés aEl0A0YNOELS GE OAOVG
Tovg aobeveic pe drabéoua detypoto mov giyav oloykn dtapuyn 1 HBV DNA > 50 1U/mL v
EBdopada 48 1 v ERdoudada 96. Katd tn didpkeia tov ‘Etovg 2, aviyvedhbnke yovoTumiky ovtictaon
omv ETV og 2 acBeveig (1,1% abporotikn mbavomto avtictaong ot didpketa tov Etovg 2).

Kiwue avrictaon o Evijukeg: o1 aoBeveic otig kKMvikég uedéteg mov éhafav entecavir 0,5 mg
(xopig mponyovpevn Bepamneio pe vovkieosidwn) 1 1,0 mg (avBektikol otn AapPovdivn) kot pe pio
pétpnon PCR HBV DNA tv 1 petd v EBSopdda 24, katd tn didpreia g Oepamneiog,
TopoTNPENONKAY YLo avToYN.

Y11c peréteg acbevav yopic mponyoduevn Bepaneio pe vovkieosiotn, £mg tnv ERdoudda 240 ta
yovotumikd ctotyeio vrokatactdoemv ETVr ota rtT184, rtS202, 1| rtM250, tpocsdiopiotnkay og 3
acbeveig mov Edafav entecavir, 2 and Tovg 0moiovg ELEAVIGAY WOAOYIKN dlapuyn (BAETE Tivaka).
AVTEC 01 VTOKATAGTAGELS TapaThpHONKaY wovov Tapovcia vokatactdoswy LVDr (rtM204V kot
rtL180M).

Epgavilopevn Tovotvmikn Avtoyn oty Entecavir Eog to 50 "Etog, Meléteg Xwpig
ITponyovuevn Ogpaneio ue NovkAeosido

Erogl | 'Erog2 | "Eroc3* | Etoc4* | "Etog 5

Acbeveic vrd Oepaneio Kot 663 278 149 121 108

mapoKolovOnon yu owroxf]B
Aoc0Ogveic To cUYKEKPINEVO £TOG pE:

- gppovi{opevn yovotomk ETVIY 1 1 1 0 0
- yovotumiki] ETVIY pe 1ohoyum 1 0 1 0 0
dapuyn’

ABporotuci) mOavétTnTa yro:

- eppovi{opevn yovotomkr ETVIY 0,2% 0,5% 1.2% 1.2% 1.2%

- yovotumik) ETVIY pe pe woAoyikn 0,2% 0,2% 0,8% 0,8% 0,8%
dopuyn?®
¢ Tao amoteléopato ovtavakioby yprion 1 mg entecavir ywa 147 and 149 acbeveig oto 30 'Etog kot yio 6Aovg Toug
acbeveig 610 40 kot to 50 Etog, kabhg kot cuvdvaopévng Bepameiag entecavir-Aapipovdivng (axorovBovpevng omod
pokpoypovia Bepameio pe entecavir) yu didpeon didpketa 20 eBdopddwv, yio 130 amd 149 acbeveic oto 30 'Etog kat
ywo 1 gfdopdda yw 1 amd 121 abeveig oto 40 ‘Etoc, o pehétn ovvéyiong Bepaneiog.

P Tourepihappaver acbeveic pe pio tovddyiotov pétpnon HBV DNA péow PCR katd ) didpkeia g Oeponeiog, v
N netd v efdopdda 24 Emg v efdopdda 58 (Etog 1), petd v efdopdda 58 €mg v efdopdda 102 (Etog 2), petd
v gfdopdda 102 Emg v efdopdda 156 (Etog 3), petd v efdopdda 156 £wg v efdopdda 204 (Etog 4), 1 petd
v gPfdopdda 204 Emg v efdondada 252 (Etog 5).

Y Ot acBeveig €xovv emiong vrokatactdoelg LVDr.

3 > 1 logio avEnomn and to vadip oto HBV DNA péow PCR, emBeBaiopévo and alinlodiddoyeg petphoeig 1 610
TELOG TOV YPOVIKOD SLOGTHLLOTOC.
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Ot vrokatactdoeig ETVr (emmiéov tov vrokatootdoswv LVDr rtM204V/1 + rtL180M)
nopatnpiOnkay Kotd v Evapén og Tpoidvta amopovemong amd 10/187 (5%) acBeveig avBekTikong
ot AapuBovdivn, mov EdaPayv entecavir kot TapatnpONKoV Y10 avToyr], VTOSEIKVOOVTAS OTL
wponyovpevn Bepameia pe Aapfouvdivn eivar Suvatd va emAEEEL AVTEC TIG AVOEKTIKEG VTOKOTOGTAGELG
KOl OTL VITAPYOLV G€ YaUNAR cvyvotnTa Tpv T Oepameio pe entecavir. 'Eog tv EBdondada 240, 3 omrod
toVg 10 acbeveig eppdvios 10hoykn dapuyn (avénon > 1 10910 Tave amd to vadip). H eppaviiopevn
avtoyn oty entecavir oe peiéteg pe acbeveic avhextikovg ot Aoppovdivn émg v Efdopndda 240
TaPOLGIALETOL TEPIANTTIKG GTOV TIVOKOL.

I'ovotumikn Avtoyn oty Entecavir Ewg to 50 'Etog, Meléteg pe acbeveic AvBektikods ot
Aopiovdivn

‘Etogl | 'Etog2 | 'Etog3* | 'Etog4” | 'Etog5®

Acbeveig vmd Bepamneio Kot 187 146 80 52 33

mapoKolovOnon ya owroxﬁB
AocOgveic To cuyKeKkpIévo £TOG pe:

- gppaviiopevn yovoromiky ETVIY 11 12 16 6 2
- yovotumikn) ETVIY pe 10hoywn 7€ 148 13¢ o¢ 18
dapuyn’

ABporotuci) mOavétTnTa yro:

- engavicopev yovorom ETVIY | 6:2% 15% | 36,3% | 46,6% | 51,45%

- yovotoruken ETVI pe pe tohoyuen | 1 196° | 10,7%° | 27%° | 41,3%° | 43,6%°
dopuyn®
* Ta anoteléopato avtavaklobv ypion cuvdvacpévrg Bepaneiog entecavir-Aapipovdivrg (axorovbodpevng omd
pokpoypovio, Ospaneio pe entecavir) yia didpeon didpkeio 13 gfdopddmv yio 48 and 80 acbeveig oo 30 'Etog,
Sidipeon ddprela 38 efdopdadmv yuo 10 amd 52 acbeveig oto 40 'Etog kot yua 16 gfdopddeg yio 1 and 33 acbeveic 610
50 Et0g, o€ perétn ovvéyiong Oepameiog.

P Zvpmepihappaver acOeveic pe o tovddyiotov pétpnon HBV DNA pécw PCR katd ) Sidpketa g Oepomeiog, v
N petd v efdopddoa 24 Emwg v efdopdda 58 (Etog 1), puetd v efdopddo 58 £mg tnv efdopdda 102 (Etog 2), petd
v gfdopdda 102 Emg v efdopdda 156 (Etog 3), petd v efdopdda 156 £wg v efdopdda 204 (Etog 4), 1 petd
v gPfdopdda 204 Emg v efdondada 252 (Etog 5).

Y OracBeveic éxovv emiong vrokatactdoes LVDr.

3 > 1 logio avénon amd to vadip oto HBV DNA péow PCR, emBeBaiopévo amd alinhodiddoysg petphoeig 1 6To
TELOG TOV YPOVIKOD SLOGTHLOTOC.

¢ ETVr mov gueaviletol 6€ 0mo100MmoTe £T0G, LOAOYIKT S10(pVYT GTO £TOG TTOV AVAPEPETOL.

Meta&d tov aviektikdv ot AapPovdivny acdevaov pe tipn Baong HBV DNA <107 logio
avtiypaga/ml, 64% (9/14) nétvyov HBV DNA <300 avtiypaga/mL v EBdoudda 48. Avtoi ot 14
acOeveig iyav youMAOTEPO TOGOGTO YOVOTLTIKNG AvTOXNG otV entecavir (abpototiky mbovotnTa
18,8% petd and 5 étn mapakorovOnong) oe oxéon He 10 GUVOAKO TANBLoUO TG peAéng (Breme
nivoxa). Eniong, ot avOektikoi otn Aapfovdivn acdeveic mov méruyav HBV DNA <10* logio
avtiypapa/mL péow PCR v EBdopdda 24, giyav younAdtepo T0606TO OVTONNG GE GYECT e
ekeivoug mov dev eiyav (Setg abpototikn mhavotta 17,6% [n=50] évavtt 60,5% [n=135],
avtiotoya).

Eviaia avéivon tov kivikov dokipdv @dong 2 kot 3: Xe pio HETEYKPLTIKN eviaio avaAvoT TV
dedopEV@V avToyng oty evtekaPipn amd 17 Khvikég doxypég Paong 2 kot 3, Kotd T Stdpkeln g
Oepaneiog pe eviekafipn aviyvedtnke pio oxetillOpuevn Ue avToyn TNV EVieKaPipn vToKaTdoTaoN
tA181C o¢ 5 and tovg 1.461 cvppetéyovrec. Avt 1 VTOKATAGTACT OVIYVELTNKE LOVO TAPOLGin
vrokataotdoemv rtL180M kai rtM204V nov oyetilovtar pe v avtoyn ot AoPoudivn.

52 ®appuokoKivTIKES IO0TNTES
Amoppopnon: 1 entecavir amoppoPatot ypNyopo. L TIG LEYIGTEG GUYKEVTPOOELS TAAGHOTOG VO

napotnpovvral petald 0,5 - 1,5 dpec. H andivt Prodiebeoipudmra dgv éxel mpocdiopiodei. Me Bdon
TNV OTEKKPIOT HEGH TOV 0OVP®V TOV OVOAAOIMTOV PAPUAKELTIKOD TPOidVTOG, 1 flrodiabecipotnTa

19



exTipdtan 0T avépyetat o TovAdytotov 70%. Yrapyet pua adénom avoroykn pe T 0601 TV TIHOV
NG Cmax kot Tng AUC petd omd morlhamiéc docelg mov kvpaivovrat amd 0,1 - 1 mg. H otabepn
KOTAGTOOT EntTuyyaveTal petabv 6 - 10 nuépeg petd amd nuepnota d6on pe = 2 TAACL0 GLCGMPEVOT).
Ot Cmax kot Ciin ot otafepn katdotaon givan 4,2 kat 0,3 ng/mL, avtictotya, yio d6on 0,5 mg, Kot
8,2 xau 0,5 ng/mL, avtictorya, yio. 1 mg. Ta diokia Kot To TOGIHO ddAvpa fTay Ploicodbvoua oe
vyteig eBeloviés. I avto, kot o1 S0 HOPPES, LTOPOLV VA XPNGLULOTOMBOHV EVOAAAKTIKA.

Xoprynon 0,5 mg entecavir pe to cvvnbeg yebpo pe vynia Amopd (945 keal, 54,6 g Mrapdv) 1 Eva
erappL yevpa (379 keal, 8,2 g Mmapav) eixe og amotédespa eldyiot Kobvotépnon g
amoppoenong (1 - 1,5 dpa petd amd yevpa évavtt 0,75 opa petd amd vioteia), o peioon g Cmax
Katd 44 - 46% won o peimon g AUC katd 18 - 20%. Otav Aappdvetot pe Tpoen, ot LEIOUEVES
Cmax kot AUC, dev Bempoivtor g kKAvika oyetilopeveg o aobeveic ympic mponyoduevn Oepaneio pe
VOUKAE0G1010 OALG pmopel VoL EMNPEACOVY TNV OTOTEAECUATIKOTNTA G 0oBevelg avBekTikoVg 0T
Aoppovdivn (BAére Tapdypago 4.2).

Katavoun: o eKTiudpevog 0yKog Katavoung tng entecavir givatl neplocotepog amd Tov oMKS YKo
ocouatoc. H mpoteiviky o0vieon oy mpmTeiv Tov avBpdaivov opov in Vitro sivat ~ 13%.

Blopetatpomn: 1 entecavir dev amotelel VIOGTPOUA, OVOGTOAEN 1) ETOYMYEN TOV GLUOTHLLOTOS TOV
evlbpov CYP450. Metd amd yopriynon *C-entecavir, dev napatnprinkay ofetdopévor i
aKeETVAM®UEVOL petafoliteg kot pikpég TocotnTeg petafoitmv tng edong II, yAvkovpovidia Kot
Beukd cvlevypata.

AmofoAn: n entecavir amofdAletar Katd KOPLo AOY0 00 ToL VEPPE LE AVAKTNOT TOV OVOALOI®WTOL
QOPHAKEVTIKOV TPOIOVTOG 6TA 0Vpa Katd T otabepn katdotacn Kotd mepimov 75% g dodone. H
veppikn kdBapon ivar aveEaptntn g d6ong Kot kopaiverol petad 360 - 471 mL/min
vrodelkvdovTog 0Tl 1 entecavir vokertol 1060 o€ oTEPOUATIKT d1Bnon do0 Kot g Kabapn
COANVOPLOKN ATEKKPION. AQov pOACEL Ta LEYIOTO EMIMEST, Ol GVYKEVIPMGELS entecavir 6to mAdca
pewmvovtat e deutépov Pobov exBetikd puOuod pe Evav TeEMKO xpovo nu-Long amoBoAng

~ 128 - 149 ®peg. O Pabrog cuGGOPEVONG TOL PAPLOKEVTIKOD TPOTOVTOG, TOV TaPOTNPONKE, Elvar
~ 2 TAIo10G pe dmas nuepnold 0061, VTTOJEIKVVOVTIS Evay dPAcTIKO Xpovo Nt-Long

nepinov 24 dpeg.

Hrorikn dvoleitovpyio: ol QOPUOKOKIVITIKEG TOPAUETPOL 6 aoOeVELS Le uétplo 1] Gofopn NTOTIKN
duoAettovpyio fTaV TAPOUOIEG LE OVTEG TOV AGHEVOV e PLGIOAOYIKY] NTATIKT AELTOVPYIA.

Negpixn dvolertovpyio: | k6Bapon ¢ entecavir peidveton pe ) peioon g kdbapong g
KpeaTvivg. Alodtoaion duapkelag 4 wpav amopdkpove = 13% g d6ong kot 0,3% amopakpivOnke
ue CAPD. H gopuakokivntikn g entecavir petd and pua d6omn 1 mg o acbeveic (ywpic xpdvia
Aoipwén nratitidag B) eaivoviol otov mapoakdato mivoo:
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Kabapon Kpeativivig korta v 'Evapén (mL/min)

Mn- "Hma, Métpwo  ZoPapn YoPapn YoPapi)
napepmodnlopevn >50;<80 30-50 20-<30 Awygepilopevn Awyepilop
>80 pe Aypodroiion £VN| pE
CAPD
(n=6) (n=6) (n=6) (n=6) (n=6) (n=4)
Cinax 8,1 10,4 10,5 15,3 15,4 16,6
(ng/mL)
(CV%) (30,7) (37,2) (22,7) (33,8) (56,4) (29,7)
AUC(o.T) 27,9 51,5 69,5 145,7 2339 221,8
ng-h
) (256) 28 (27 6L (28.4) (116)
(CV)
CLR 383,2 197,9 135,6 40,3 NA NA
(mL/min)
(SD) (101,8) (78,1) (31,6) (10,2)
CLT/F 588,1 309,2 226,3 100,6 50,6 35,7
(mL/min)
(SD) (153,7) (62,6) (60,1) (29,1) (16,5) (19,6)

Metd, and petaudoyevon nrotog: | ékBgon oty entecavir ANtdv HETapOcYEVONG NTOTOG HE AOTH®EN
HBV o¢ otafepn d6om kukhoomopivng A 1 tacrolimus (n = 9) Ntav = 2 TAdoia g £kBgong VYOV
ebehovtdv pe puoloroyikn veppikn Aettovpyic. H petapinbeica veppikn Aettovpyio cuvelcépepe
omv avénon ¢ ékBeong otnv entecavir e avtovg Toug acbeveic (PAéne mapdypago 4.4).

®Poio: m AUC ftav 14% vynAdtepn oTig Yuvaikes 0€ OYECT [LE TOVG AVOPES, AOY® d0POPDY TN
VEQPIKT AELTOLPYI Kol TO COUATIKO BApog. MeTd amd Tpocaproyn Yo TIG S1opopES TNV Kabapon
NG KPEOTIVIVIIC KOl TO COUATIKO PApog dev vInpye Kapio dtapopd otny £kbeon uetald appévov Kot
OnAéwv atopwv.

Hlxiouévor: n emnidpoon g nAKiag ot opuoxokvyntiky g entecavir a&loroyndnke cuykpivoviag
To NMKIOUEVO ATOUO E EDPOG NAKIDV 65 - 83 etV (Léon nAkia yovaik®dv 69 €tn, avdpdv 74 1)
pe veapd atopa pe evpog nikiov 20 - 40 etov (uéon niikia yovakdv 29 €, avopav 25 ét). H
AUC tav 29% vyniotepn 6Toue NAUKIOUEVOLS GE GYECT] LE TO VEOPE ATOUN, KUPIDG AOY® S10popdv
OTN VEPPIKN AELTOVPYia KOl TO COUOTIKO Bépog. MEeTA amd Tposaployn Yio TIG S1popEg OTNV
KkaBapon g Kpeatvivng Kot 1o copatiko Bapoc, ot nAiwpévor tyav 12,5% vymiotepn AUC and
T veapd datopo. H avédivon e eappakokivntikig tov mAnbucuov mov kdivmrte aceveic pe evpog
nhkiag 16 - 75 £t dev £0g1&e OTL M MAIKia EMTOPE GNUAVTIKG OTN QOPUOKOKIVITIKY TNG entecavir.

DoAn: N APUOKOKIVITIKY avAAVOT] TOV TANBUGHOV dgv £0€1EE OTL 1] LAY ETOPE CNUOVTIKE OTN
QopLOKOKIYITIKY NG entecavir. Qot6c0, umopodv va egaybovv cupmepdouata LOVo Yo TI OUASES
Kovkdoiov kot Actotdv kabmg oy moAd Ay To GToUe TV AOIT®V KATNYOPLOV.

THoudrotpikoe TAnBooude: n eOPUOKOKIVITIKY otabepnc Kotdotaong g entecavir a&loloynonke
(nerétn 028) og 24 HBeAg Oetikohc mandiatpikodg GUUUETEXOVTEC Y®PIC Tponyoduevn Oepaneio pe
voukheooidia, nAikiog and 2 £wg < 18 etdv pe avipporodevn nratikn voco. H ékbeon oty
entecavir og dropo ympic Tponyoduevn Bepaneio pe voukieooidio mov Adpupavoy anas nuepnoleg
dooeig entecavir 0,015 mg/kg £mg 0,5 Mg to péyioto, frav TopoUoLe. Le TV kBecn mov enttedyOnKe
oe eviilikeg mov AduPavav draé nuepnoing d6ceig tov 0,5 Mg. H Crax, AUC(0-24) ka1 1 Cmin Y10t
avtd o atopa nrav 6,31 ng/mL, 18,33 ng-h/mL xat 0,28 ng/mL, avtictorya.
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5.3 IMpoxivikd dedopéve Yo TNV ac@aiero.

Ye emovolopPfovopeveg peréteg To&kOTNTAG G€ GKOAOVC, TOPATNPNONKE AVASTPEYLUN TEPLOYYELOKT
(QAEYLOVT] GTO KEVIPIKO VELPIKO GUGTNLE, Y10 TNV 07010, 01 dOGEIC YWPIG EXOPACT AVTIOTOLYOVGAV GE
exBéceig 19 kar 10 mhaoieg tov docewv Yo avBpdmovg (Y 0,5 kot 1 mg avtictoya). To edpnua
avtd dev mapatnpnonke oe pekéteg enavorapnpovopevev 60cemv og dAla idn, tepthapPavopévov
TV T KOV 6TOVG 0Toiovg yopnynOnke entecavir kébe nuépa yio 1 étoc oe exbéoeig > 100 mhdoieg
oo aVTEC 6 AVOPAOTOVG.

Y& ueréteg ToEIKOTNTOG TNG AVOTOPOYDYIKNG IKOVOTNTOG OTIG 0TT0iEg mEpapaTolma, ELafav entecavir
uEYPL kot o 4 efdoudoeg, dev damot@dnKe Kopio EVOEIEN EXNPEUCUEVIC YOVILOTNTOG GE GPPEVEG 1
Onielc apovpaiovg e VYNALG exbéoels. Metaforéc Opyemv (EKPOAON CTEPUATIKOV COANVOPI®DV)
Ntav €kdnieg o€ PEAETES TOEIKOTNTAG EXAVOAAUPAVOUEVOV OOGEDY GE TPOKTIKA Kol GKOAOLG GF
exbécelg > 26 mhdoieg and avtég o€ avOpmmovg. Kapio petafoin opyewv dev ntav Exdnin oe o
peAén 1- érovg oe mbnKovg,.

Eninedo yopig enidpacn otnv eufpvotoikdtnra 1) ToEkOTNTO. 6T UNTéPQ Amd TN XOopTyNnon entecavir
0€ EYKVHOVOVVTEG 0POLPOIOVS KOl KOVVEALD, NTOV avTicTo o e ekBEcelg > 21 popég avthg 6€
avBpOTOVE. XTOVS apoVPAioVg 6€ VYNAEG dOGEIS TapaTnPNONKaY TOEIKOTNTA Y1 T UNTEPQL,
To&KoTNTA Y10 TO EUPPLO (OMOPPOPNOELS), UIKPOTEPH COUATIKG Bipn eUPfpov, TAPUUOPPDCELS TNG
0VPAG Kol GTOVOVA®V, UELMUEVT] 0GTEOTOINGT (6TTOVOVAOL, GTEPVISI®V Kol PAAGYY®V) Kol
eMPOcHeTOL 06PLIKOL GTOVIVAOL Kot TAELPA. LT KOVVEALD GE VYNAEG dOGEIS TapaTnprOnKay
To&KdTNTO Y10 TO EUPPLO (UTOPPOPNCELS), UELMUEVT] 0GTEOTOINGT (VOEIONG) Kol aENUEVT
TPOoTTOO™ NG 131G TALLPAEG. TNV TEPI-TPOYEVVNTIKY UEAETN GE APOLPAIOVG OEV TapPaTHPNONKOY
avemBOUNTEG EVEPYELEC 0TA VEOYVA. Z€ pia EEYOPIoTH HEAETN KOTd TNV oToio xopnynOnke entecavir
10 mg/kg, og eykvovg kot OnAdlovteg apovpaiovg amodeiydnke 1060 N £kbeon tov guPpvov oty
entecavir 660 kai 1 aTéKKPLon g entecavir 6to yalo. e veapohc apovpaiong 6Tovg 0moiovg
yopnynOnke entecavir tig nuépeg 4 émg 80 petd ™ yévvnon, tapatpnnke UeTping petwuévn
avtidpaon oe aupvidla aKkovoTtikd epedicuata 6t dudpkela TG mePtddov anokatdotaong (MUEPEg

110 éwg 114 petd ™ yévvnon) oAla oyt ot StbpKele T TEPLOdOL Yopnrynons o€ tiueég AUC > 92
QOPEC VYNAOTEPES 0d aVTEC 6TOV AvBpmmo, 6Tn dOoM TV 0,5 MQ 1| 6€ 160dVVaUN dOGT Y
noudlatpikovg acbeveic. Me dedopévo to tepiidpio EkBeong, avtd To evpnua Bempeitol mBavo va unv
&xel KAvikn onpocia.

Kopia évdeitn yovoto&ikotntag dev mapatnpidnke og Evav TPocdlopicUo HKPOPLaKng
peTaALaEIKOTNTOG KATd AMES, VOV TPOGOIOPIGUO HETAAAAENG YOVISI®OV KUTTAPOV ONAUCTIKOV, Kol
&vav TPOocdIoPIoUO UETACYTLOTICUOD HE EpPpikd kbTtapa Zvprakod hamster. Mia pikpomopnviky
pedémn kat o pedétn amokartdotacng DNA og apovpaiovg ftav emiong apvnrikéc. H entecavir
TpoKarece pNEN o€ KAAMEPYELEG AVOPOTIVOV AEUPOKVTTAP®Y GE GUYKEVIPADGCELS ONHOVTIKA
VYNAOTEPEG OO OVTEG TTOV EMTVYYAVOVTOL KAVIKA.

Aletelg pehéTeg KAPKIVOYEVESNG: G APPEVES TOVTIKOVS TapatnpiOnkay avénoelg otn cuyvotnta
OYK®V TOL TTvevpova o ekBéoelg > 4 kot > 2 mAacieg avtdv o€ avBpomovg yia ta 0,5 mg kot 1 mg,
avtiototya. Tng avantuéng tov dykov Tponynonke TOAAATAOGIAGIOC TVEVUOVIKAOV KUTTAP®OV GTOV
TVEOLOVO TTOL OEV TapO TP OTKE GTOVG CPOVPAIOVE, GTOVG GKOAOLG 1 GTOVG TBNKOLG, deiyvovTag OTL
éva onueio KAWL otV avantuén Tov OYKOV GTOVE TVEVIOVEG TMV TOVTIK®V givar 131a{ov Tov £idovg.
AvEnuéveg ouyvotnteg AAA®V OYK®V TEPIAUUPAVOUEVOV EYKEPUATKOD YAOIDOUATOS GE GPPEVES Kt
ONAelc apovpaiovg, NTATIKOD KAPKIVDUUTOS GE APPEVES TTOVTIKOVS, KaAoNOmV ayyelakdv OyKov o
ONAelg TOVTUCONE KO NTOTIKOV 0OEVOUATOV Kol KOpKIVOUATOV o€ ONielg apovpaiovg Exovv
napotnpndei poévo og vyMAEG dio fiov exbioers. QoTdG0, dev KOTEGTN duVATOV Vo TPOocdtoptoBolv pe
axpifela ta emineda yio un enidpaot. H mpofreyipomra tov svpnudtov 66ov apopd otov avlpwmo

oev givon yvooti. [ ta kKAvikd dedopéva, PA. mapdypapo 5.1.
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6. OAPMAKEYTIKEXZ IAHPO®OPIEX
6.1 Kotaroyog ekdoywv

[Mvupnvag Tov dokiov:
AcBéotio avBpaxikod

Apvro, Tpolerativomompuévo
KopueAidln vatprovyog
[Nolvcakyapiteg cdylog
Kitpikd o&d povoidpikd
NATp1o 6TEATVAOPOLUAPIKO

Enwcéioyn diokiov:

Entecavir Accord 0,5 mg diokia emtkadlvupuéva pe Aertd vuévio
YrpopeAloln

A10&gidio Tov trraviov (E171)

[MoAvaBvievoylvkdin

[MoAvcopPiko 80

Entecavir Accord 1 mg diokia emkolvppéva pe Aertd vuévio
YrpopeAroln

A10&gidio Tov trtaviov (E171)

[MoAvaBvievoyhvkdin

EpvOpo o&&idio tov ciompov (E172)

6.2 AocvpparéTnTe
Agv gpapudletar.
6.3 Awgpkero Long

3 ypévia
Metd to dvorypo TG ELIANG, va. xpnolponoteital viog 90 nuepmv.

6.4 Iowitepeg mpo@uAdEers katd Ty POLAEN TOV TPOIOVTOG

To papuakevtiKd owtd Tpoidv dev amartel Wiitepeg cuvinkeg pUAAENS.

6.5 ®@Vo1 Kl GLOTUTIKA TOV TEPLEKTY

Kda0e xovuti mepiéyel eite:

o 30 x 1 éwokia emucoroppéva e Aemtd vEVIO. 3 kapTeg KuyeAdv Tov 10 X 1 diokiov
EMKAAVUPEVDV e AeTTO DEEVIO o€ Kuyéleg AlU/Alu didTpnteg Tng piag d6ong, )

o 90 x 1 dwokia emucoroppéva e Aemtd LEVIO. 9 kapTeG KyeADY Tov 10 X 1 diokiov
EMKOAPPUEVDV pe AeTTd VUEVIO o€ KuyELeS Alu/Alu Sidtpnteg TG pag S6oMG

H @1dAn molvabvieviov vyning nokvotntag (HDPE) mepiéyet yéAn amod o&eidio Tov mopitiov pe

TAOUO AGPAAELOS Y10 TAOLE 0O TOAVTPOTLAEVIO, TOV TEPIE)EL 30 doKin EMKAAVUUEVO LE AETTO

vuévio. Kabe xouti mepiéyet pa L.

Mmropei va, un KoKAOPOPOUV OAEG Ol GLOKEVAGIEGS.

6.6 Idwitepeg TpouvAacels amoppryng

Kd&Be aypnoiponointo gopuokevticd Tpoidv 1| VIOAELLUO TPETEL VO OTOPPITTETOL GOUPOVA UE TIG

KOO TOTOVE 16 VOVGEG OYETIKEG SLUTAEELS.
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7. KATOXOX THX AAEIAY KYKAO®OPIAX

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n,
Edifici Est 6* planta,

08039 Barcelona,

Tonavia

8. APIOMOZXZ(OI) AAEIAYX KYKAO®OPIAX

Entecavir Accord 0,5 mg diokia emtkoadlvupuéva pe Aertd vuévio
200Kevaoieg PIOANG: EU/1/17/1211/001
2vokevaoies kowélne:  EUSL/17/1211/002

EU/1/17/1211/003

Entecavir Accord 1 mg dwokio emkolvupéva pe Aentd vuévio

2voKevaocics ProAnG: EU/1/17/1211/004

2vokevaoics koyelng:  EU/L/17/1211/005
EU/1/17/1211/006

9. HMEPOMHNIA ITPQTHX EI'KPIXHY / ANANEQXHX THX AAEIAX

Huepounvia mpotg £ykpiong: 26 Zentepuppiov 2017
10. HMEPOMHNIA ANAGEQPHXHY TOY KEIMENOY

Agmtopepeic TAnpoeopieg Yo 10 TapdV POPUAKEVTIKO TPoidV gival S100EGEG GTO SIKTLAKO TOTO TOV
Evpomnaikod Opyoviopotd @appdkov http://www.ema.europa.eu/
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ITAPAPTHMA 11

IMAPAXKEYAXTHX(EYX) YHIEYOYNOX(OI) THN AIIOAEXMEYXH TQN
ITAPTIAQN

OPOI H HEPIOPIEMOI XXETIKA ME TH AIAGEXH KAI TH XPHXH
AAAOI OPOI KAI AITAITHXEIX THX AAEIAYX KYKAO®OPIAX

OPOI 'H HEPIOPIEMOI XXETIKA ME THN AZ®AAH KAI
AIIOTEAEXMATIKH XPHXH TOY ®PAPMAKEYTIKOY ITPOIONTOX

25



A. HAPAXKEYAXTHX(EX) YIEYOYNOZX(OI) I'TA THN AIIOAEEMEYXZH TQN
ITAPTIAQN

Ovopo kat dtievbuvon Tov(Twv) TapackKevaoT(MV) oV givor VTeEnBVVOC(ot) Y10 TNV ATOOEGUEVCT TOV
TAPTIO®V

Pharmadox Healthcare Ltd.

KW?20A Kordin Industrial Park

Paola, PLA 3000

Maito

Accord Healthcare Polska Sp.z 0.0.,
ul. Lutomierska 50,95-200 Pabianice, IToAwvia

270 £VTUTTO PUALO 0ONYLOV YPNONG TOV PAPUAKELTIKOD TPOIOVTOG TPEMEL VO OVOLYPAPETOL TO OVOLOL
Kot 1 d1evBuvoT| ToL TAPACKELAGTN TTOL glvar VITEHOVVOG Y10l TNV ATOSEGUEVGT TG CYETIKNG TAPTIOAC.

B. OPOI H IIEPIOPIXMOI XXETIKA ME TH ATAOGEXH KAI TH XPHXH

DoppokevTIKd TPOIOVY Yo T0 0Toio omatteiTaL TEPLOPIGUEVT 1oTPtkT| cuvtayn (BA. Tapdpmmua I
Iepiinyn tov Xapaktnpiotik®@y tov ITpoidvtog, Tapdypapog 4.2).

I. AAAQOI OPOI KAI AITAITHZEIX THX AAEIAY. KYKAO®OPIAX
o  Ex0fosic meprodikig mapokorovOneng g acpdlrerog (PSURS)

Ot amaitioelg yio v vrofoin twv PSURS yio to ev Adym @apuakeutikd Tpoidv opiloviotl otov
KatdAoyo pe Tig nuepounvieg avapopds s Evoong (katdioyog EURD) mov mopatifeton otnv
napdypoeo 7, tov dpBpov 107y, tng odnyiag 2001/83/EK kot kdOe erakdiovdng emkaipomroinong
OT®G ONUOGIEVETAL GTIV EVPOTAIKT SIKTVOKT TOAT Y10l TO POPLOKA.

A.  OPOI 'H IEPIOPIXMOI XXETIKA ME THN AX®PAAH KAI AIIOTEAEEMATIKH
XPHZIH TOY ®PAMAKEYTIKOY ITPOIONTOX

o Yy£010 owayeiprong Kivovvov (ZAK)

O Karoyog Adeiag Kukiopopiag (KAK) Oa de€aydyet Tig amattodueveg SpacTnploTNTES Kot
TOPEUPACELS PUPLOKOETOYPVTVIOTG OTT(C TTapovoldlovtal 6to cupenvniéy XAK mov mapovetaleton
otV evotnta 1.8.2. g ddetog KukAoPopiag Kot OTOECONTOTE EXAKOAOVDES EYKEKPIUEVES
avafempnoelg tov TAK.

"Eva emucoporompévo XAK Ba mpémnet va katotedel:
Metd and aitnpa tov Evponaikod Opyoviopod @oppdkmv,

e OmoTEINTOTE TPOTOMOLEITAUL TO GVGTNUA OLAYEIPLONE KIVODVOD, ELOIKE MG ATOTEAEGLOL ANYNG
VE®V TANPOPOPLDOV TOV UTOPOVV VOl ETUPEPOLY CTUAVTIKT GAAAYT OTN GYECT] OPEAOVG-
KIVOOVOL 1 G ATOTELEGILA TNG EMTEVENG EVOG GTLAVTIKOD OPOGTIUOV (PO UAKOETAYPOTVI|ON
1 EAaLOTOTTOINGT KIVOUVOUL).
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ITAPAPTHMA 111

ENNIIXHMANXH KAI ®YAAO OAHI'TQN XPHXHX
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A. EINIXHMANXH
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ENAEIZEIX ITIOY ITPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

KEIMENO EZQTEPIKOY KOYTIOY (XYXKEYAZXIEYX ®IAAHX KAI KYYEAHY)

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Entecavir Accord 0,5 mg dwokia emkolvppéva pe Aentd vuévio
entecavir

2. TLYNOEZIH XE APAXTIKH(EX) OYXIA(EY)

Kd0e diokio mepiéyet povoidpikn evrekafipn mov givar icodvuvapun pe 0,5 mg evrekafipng.

3. KATAAOTI'OX EKAOXQN

[epiéyer emiong modvoaiyopiteg 6OYIOG. AVOTPEETE GTO PUALO 0ONYIDV XPNONG Y10 TEPIGGOTEPES
TANPOQOpiEC.

4. OAPMAKOTEXNIKH MOP®H KAI ITEPIEXOMENO

AloKi0 EMKAAVUUEVO UE AETTO DUEVIO

2V0KEVACIO KOWEADV:
30 x 1 dwokio emkaAvppEVOL LE AETTO VUEVIO
90 x 1 d1oKio EMKOAVUUEVA [LE AETTTO VUEVIO

Yvokevaoio ELIANG:
30 dioKia EMKOAVUUEVO PE AETTTO DUEVIO

‘ 5. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

APAGTE TO POALO 0ONYIOV YPNONG TPV OO TN XOPNYNOT.
Ao oTOUATOC YpTIoM

6. EIAIKH ITPOEIAOIIOIHXEH XYM®QNA ME THN OIIOIA TO PAPMAKEYTIKO
IPOION MPEIIEI NA ®YAAXXETAI XE OEXZH THN OIIOIA AEN BAEIIOYN KAI AEN
INPOXEITIZOYN TA ITAIAIA

Noa puidooetal o€ 0éon, v onoio dev PAETOLY Ko dev TPooeyyilovy Ta a1,

| 7. AAAH(EX) EIAIKH(EX) TPOEIAONOIHEZH(EIZ), EAN EINAI AMAPAITHTH(EX)

‘ 8. HMEPOMHNIA AHEHX

AHEH
YvoKkevacio ELIANG:
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Metd to dvorypa e eLdAng, va. xpnoomoleital evioc 90 nuepmv.

9. EIAIKEX XYNOHKEX OYAAEHX

10. TAIAITEPEX TIPO®YAAEEIX I'TA THN AIIOPPIYH TQN MH
XPHEZIMOIIOIHOENTOQN ®APMAKEYTIKOQN MPOIONTQN ‘H TON YIIOAEIMMATOQN
IHOY ITPOEPXONTAI ATIO AYTA, E©OOXON AITAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n,
Edifici Est 6* planta,

08039 Barcelona,

Toravia

12. APIOMOZX(OI) AAEIAYX KYKAO®OPIAX

YVoKEVAGIO PLEANG: EU/1/17/1211/001 30 d1okio EMKOADUUEVOL LUE AETTO DUEVIO
Yvokevaoio koyeddv:  EU/1/17/1211/002 30 x 1 dokio EMKAAVUUEVO [E AETTO VUEVIO
EU/1/17/1211/003 90 x 1 diokio EMKAAVUUEVO [E AETTO VUEVIO

13. APIOMOX ITAPTIAAX

[oprida

‘ 14. TENIKH KATATAZH I'TA TH ATAGEXH

‘ 15. OAHI'IEX XPHXHX

16. TMAHPO®OPIEX XE BRAILLE

Entecavir Accord 0,5 mg

17. MONAAIKOX ANATNQPIZTIKOX KQAIKOX — AIFAIAZTATOX TPAMMQTOX
KQAIKAX (2D)

A16d146TATOC YPOUU®TOS KOOUKAG (2D) Tov gépet Tov TepAn@BévTa LoVAdIKO avayvVOPLoTIKO KOOIKO.

18. MONAAIKOX ANAT'NQPIXTIKOX KQAIKOX - AEAOMENA ANATNQXIMA AIIO
TON ANOPQITIO

PC
SN
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ENAEIZEIX ITIOY ITPETIEI NA ANATPA®ONTAI XTH XTOIXEIQAH XYXKEYAXIA

KEIMENO ETIKETTAX ®IAAHX

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Entecavir Accord 0,5 mg dwokia emkolvppéva pe Aentd vuévio
entecavir

2. TLYNOEZIH XE APAXTIKH(EX) OYXIA(EY)

Kd0e diokio mepiéyet povoidpikn evrekafipn mov givar icodvuvapun pe 0,5 mg evrekafipng.

3. KATAAOTI'OX EKAOXQN

[epiéyer emiong modvoaiyopiteg 6OYIOG. AVOTPEETE GTO PUALO 0ONYIDV XPNONG Y10 TEPIGGOTEPES
TANPOQOpiEC.

4. OAPMAKOTEXNIKH MOP®H KAI ITEPIEXOMENO

AloKi0 EMKAAVUUEVO UE AETTO DUEVIO

30 diokia emKoAvUPEV PE AETTO VUEVIO

5. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

Ao otoOUATOC Yp1IoM

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®APMAKEYTIKO
IPOION ITPEIEI NA ®YAAXXETAI XE OEXH THN OITIOIA AEN BAEIIOYN KAI AEN
MNPOXEITIZOYN TA ITAIAIA

No puidooetar o€ 0éom, TV omoia dev PAETOLVY KoL dev TPpooeyyilovy Ta Tadid.

‘ 7. AAAH(EY) EIAIKH(EY) ITPOEIAOITIOIHXH(EIY), EAN EINAI AITAPAITHTH(EY)

‘ 8. HMEPOMHNIA AHEHX

AHEH
Metd to Gvorypo TG ELIANG, va. xpnolponoteital eviog 90 nuepmv.

9. EIAIKEX XYNOHKEX OYAAEHX
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10. IAIAITEPEXZ TPO®YAAZEEIX I'A THN AITOPPIYH TQN MH
XPHEIIMOIIOTHOENTOQN ®APMAKEYTIKQN ITPOIONTON ‘H TQN YHHOAEIMMATQN
MHOY IMPOEPXONTAI AIIO AYTA, E©OOXON AITAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Accord

12.  APIOMOX(OI) AAEIAYX KYKAO®OPIAX

EU/1/17/1211/001

13. APIOMOX ITAPTIAAX

[oprida

‘ 14. TENIKH KATATAEH I'TA TH AIAGEXH

| 15. OAHTIEX XPHIHE

‘ 16. TMAHPO®OPIEX XE BRAILLE

17. MONAAIKOX ANATNQPIZTIKOX KQAIKOX — AIFAIAZTATOX TPAMMQTOX
KQAIKAX (2D)

18. MONAAIKOX ANAI'NQPIXTIKOX KQAIKOX - AEAOMENA ANAT'NQXIMA AIIO
TON ANOPQITO
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EAAXIXTEX ENAEIZEIX [TIOY ITPEIIEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
KYYEAHX (BLISTER) 'H XTIX TAINIEX (STRIPS)

YYXKEYAZXIEX KYYEAHX/KYYEAH AAOYMINIOY-AAOYMINIOY

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY IIPOIONTOX

Entecavir Accord 0,5 mg diokia
entecavir

2. ONOMA KATOXOY THX AAEJAY KYKAO®OPIAX

Accord

3. HMEPOMHNIA AHEHX

EXP

4. APIOMOZX ITAPTIAAX

Lot

5. AAAA XTOIXEIA
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ENAEIZEIX ITIOY ITPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

KEIMENO EZQTEPIKOY KOYTIOY (ITAPOYXZIAXEIX ®PIAAHX KAI KYYEAHY)

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Entecavir Accord 1 mg diokia emucoloppéva pe Aemtd vIEVIO
entecavir

2. TLYNOEZIH XE APAXTIKH(EX) OYXIA(EY)

Kd&Be diokio mepiéyet povoiidpikn evtekafipn mov givor icodvvaun pe 1 mg gviekaPipnc.

3. KATAAOTI'OX EKAOXQN

[epiéyer emiong moAvoaiyapiteg 6OYIaG. AVoTpéETe GTO PUALO 0dNYIDV XPTOTG Y10 TEPIGGOTEPECS
TANPOQOpiEC.

4. OAPMAKOTEXNIKH MOP®H KAI ITEPIEXOMENO

AloKi0 EMKAAVUUEVO UE AETTO DUEVIO

2V0KEVACIO KOYEADV:
30 x 1 dwokio emkaAvppEVOL LE AETTO VUEVIO
90 x 1 d1oKio EMKOAVUUEVA [LE AETTTO VUEVIO

Yvokevaocio ELIANG:
30 dioKia EMKOAVUUEVO PE AETTTO DUEVIO

‘ 5. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

APAcTE TO PUALO 0NYIOV ¥PNONG TPV OO TN XPNOT.
Ao oTOUATOC YpTIoM

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO PAPMAKEYTIKO
IPOION MPEIEI NA ®YAAXXETAI XE OEXH THN OITIOIA AEN BAEIIOYN KAI
AEN ITPOZEITIZOYN TA HITAIAIA

Noa puidooetal o€ 0éon, v onoio dev PAETOLY Ko dev TPooeyyilovy Ta a1,

| 7. AAAH(EX) EIAIKH(EX) TPOEIAONOIHEZH(EIZ), EAN EINAI AMAPAITHTH(EX)

‘ 8. HMEPOMHNIA AHEHX

AHEH
YvoKkevacio ELIANG:
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Metd to dvorypa TG eLdAng, va ypnotpomoteitol evtog 90 nuepmv.

9. EIAIKEX YYNOHKEYX ®YAAZHX

10. IAIAITEPEX TIPO®YAAZEEIX I'A THN AITOPPIYH TQN MH
XPHEIIMOIIOTHOENTON ®APMAKEYTIKQN ITPOIONTON ‘H TOQN
YIHHOAEIMMATQN IIOY ITPOEPXONTAI AIIO AYTA, E@OXON AITAITEITAI

11. ONOMA KAI AIEYOYNXZH KATOXOY THX AAEIAY KYKAO®OPIAX

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n,
Edifici Est 6° planta,

08039 Barcelona,

Toravia

12. APIOMOZX(OI) AAEIAX KYKAO®OPIAX

YVoKEVOGIO PLIANG: EU/1/17/1211/004 30 d1okio EMKOADUUEVOL LUE AETTO DUEVIO
Yvokevaocio koyelwv: EU/L/17/1211/005 30 X 1 diokio EMKOADUUEVO UE AETTO DUEVIO
EU/1/17/1211/006 90 x 1 diokio EMKAAVUUEVO [E AETTO VUEVIO

13. APIOMOX ITAPTIAAX

[oprida

‘ 14. TENIKH KATATAEH I'lTA TH AIAGEXH

‘ 15. OAHI'IEX XPHXHX

| 16. TIAHPO®OPIEX IE BRAILLE

Entecavir Accord 1 mg

17. MONAAIKOX ANATNQPIZTIKOX KQAIKOX — AIZAIAXTATOXZ TPAMMQTOX
KQAIKAX (2D)

A166146T0TOG YPOUU®TOS KDdKAS (2D) Tov pépel Tov TePIAN@OEVTO LOVOITKO aVayVOPIGTIKO KMOKO.

18. MONAAIKOXZ ANATNQPIEZTIKOXZ KQAIKOX - AEAOMENA ANATNQXIMA AIIO
TON ANOPQIIO

PC
SN
NN
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ENAEIZEIX ITIOY ITPETIEI NA ANATPA®ONTAI XTH XTOIXEIQAH XYXKEYAXIA

KEIMENO ETIKETAY ®IAAHX

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Entecavir Accord 1 mg diokia emucoloppéva pe Aemtd vIEVIO
entecavir

2. TLYNOEZIH XE APAXTIKH(EX) OYXIA(EY)

Kd&Be diokio mepiéyet povoiidpikn evtekafipn mov givor icodvvaun pe 1 mg gviekaPipnc.

3. KATAAOTI'OX EKAOXQN

[epiéyer emiong moAvoaiyapiteg 6OYIaG. AVoTpéETe GTO PUALO 0dNYIDV XPTOTG Y10 TEPIGGOTEPECS
TANPOQOpiEC.

4. OAPMAKOTEXNIKH MOP®H KAI ITEPIEXOMENO

AloKi0 EMKAAVUUEVO UE AETTO DUEVIO

30 diokia emKOAVUUEVO PE AETTO VUEVIO

5. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

Ao otoOUATOC Yp1IoM

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
IPOION IPEIEI NA ®YAAXXIETAI XE OEXH THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOXEITIZOYN TA ITAIAIA

Noa puAdooetar o€ 0éon, TV omoio dev PAETOLY Kot dev TPpooeyyilovv Ta Tald1d.

‘ 7. AAAH(EY) EIAIKH(EY) ITPOEIAOITIOIHXH(EIY), EAN EINAI AITAPAITHTH(EY)

‘ 8. HMEPOMHNIA AHEHX

AHEH
Metd to dvorypa g eldAng, va xpnoporoleital evioc 90 nuepmv.

9. EIAIKEX XYNOHKEX OYAAEHX
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10.

IATAITEPEX ITIPO®YAAEEIX I'TA THN AITOPPIYH TQN MH
XPHEIIMOIIOTHOENTOQN ®APMAKEYTIKQN ITPOIONTON 'H TON
YIHHOAEIMMATQN ITOY NPOEPXONTAI ATIO AYTA, E©OOXON AITAITEITAI

11.

ONOMA KAT AIEYOYNXH KATOXOY THX AAETIAYX KYKAO®OPIAX

Accord

12.

APIOMOZXZ(OI) AAEIAY KYKAO®OPIAX

EU/1/17/1211/004

13.

APIOMOZX ITAPTIAAX

[oprida

| 14,

I'ENIKH KATATAZH I'TA TH ATAGEXH

| 15.

OAHI'IEX XPHXHX

| 16.

IHHAHPO®OPIEX XE BRAILLE

17.

MONAAIKOX ANAI'NQPIZETIKOX KQAIKOX — AIZAIAXTATOX TPAMMQTOX

KQAIKAE (2D)

18.

MONAAIKOX ANAI'NQPIZETIKOX KQAIKOX - AEAOMENA ANAI'NQXIMA AITIO

TON ANOPQIIO
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EAAXIXTEX ENAEIZEIX [TIOY ITPEIIEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
KYYEAHX (BLISTER) 'H XTIX TAINIEX (STRIPS)

YYXKEYAZXIEX KYYEAHY/ KYWEAH AAOYMINIOY-AAOYMINIOY

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY IIPOIONTOX

Entecavir Accord 1 mg diokia
entecavir

2. ONOMA KATOXOY THX AAEIAY. KYKAO®OPIAX

Accord

3. HMEPOMHNIA AHEHX

EXP

4, APIOMOZX ITAPTIAAX

Lot

| 5.  AAAA XTOIXEIA
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B. ®YAAO OAHI'TQN XPHXHX
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@viro oonYLOV ypiong: IIinpoeopics Yo Tov ypriot

Entecavir Accord 0,5 mg dwokio smkaloppévo pe Aewtd vpuévio
Entecavir Accord 1 mg dwokio smkaloppévo pe Aemtd vpuévio
entecavir

A PaoTE TPOGEKTIKA OLOKANPO TO PVAAO 0ONYLOV YP1ONGS TPV OPYIGETE VU TAIPVETE GVTO TO
QPapproKo, o10TL TEPLAAPPAVEL GNUAVTIKES TANPOPOPIES YIU GUG.

- ®vidEre avtd TOo EUALO 0dNYIDV Ypione. Towg ypelaotel va to dufdocete Eava.

- Edv éyxete mepourtépm amopieg, pOTOTE TO Y10TPO 1| TO POPUOKOTOLO GOC.

- H ovvtayn yt' avtd 10 ¢dppoko xopnynonke amokAEloTIKA Yio 00G. AV TPEMEL VO SDGETE TO
@appoko cg GAAovs. Mmopel va tovg Tpokaiécel PAAPN, axdpa Kot Otav ta onpeia g
acBévelog Tovg givart 1010 pe Ta kit Gag,.

- Edv mapatnpnoete kdmola avemBounTn evEpyELd, EVIUEPMDGTE TO YITPO 1 POPUOKOTOLO GOG.
AVTO 1oyt Kot Yo kEOe mhavr| avemBountr evEPYELR TOL dEV OVAPEPETOL GTO TOPOYV PUALO
odnyudv yprions. BAéne mapdypopo 4.

T epréyer To mapév eOAL0 00NYLAOV

Tt eivon to Entecavir Accord kot oo givat 1 xpfion tov
T npémer vo. yvopilete Tpv ndpete To Entecavir Accord
[Mog va mapete To Entecavir Accord

[MBavég avemBounteg evépyeteg

Mo va puidocete To Entecavir Accord

[epieydpeva tng cuokeLAGING Kot AOITEC TANPOPOPIEg

ogakrwhE

1. T givon To Entecavir Accord kot wova givar 1 (p1jon Tov

Ta dwokio Entecavir Accord givar avtukd ¢appoxa, Tov YpneuoTolovvtal yio T Oepancio g
hoipméng Tov 100 ™G Apovias (naxpoypovieg) nroritidog B (HBV) 6g evijlikes. To Entecavir
Accord umopei va ypnoipomombei o€ dropa TV omoimv 1o Nrap el vrootel BAAPN, alAd
eEaxoArovbel va Aettovpyel coTA (AVTIPPOTOVUEVT NTATIKT VOGO), KAOMG KOl G ATOWUO TOV OTOI®V
10 op £xeL vootel PAAPN Kot dev Agttovpyel GOGTA (UN-0VTIPPOTOVLEVT] NTTOTIKY VOGO).

Ta dwokio Entecavir Accord ypneypomotovvrar exiong yio ™) Ogpomeia T Loip®éng Tov 100 g
1POVIag (pakpoypoviag) nrartitioag B (HBV) g mandra kot g@ijfovg mov £govv nikia 2 1@V £mg
Kato Tov 18 gtd@v. To Entecavir Accord pmopei va ypnoipomom el o€ maidid tov omoinv to Hmap
éxel vwootel PAAPN, aAld e&akolovbel va Aertovpyel cwoTd (AVTIPPOTOVUEV NTTOTIKT VOGO).

H Moipwén oo tov 16 g nratitidag B punopei va odnynoetl og PAGfn tov frotog. To Entecavir
Accord pgidvet v mocoTNTE TOL KOV POPTION GTOV OPYAVIGUO 60G Kot PEATIOVEL TV KATAGTOOT
TOV NTOLTOG,.

2. T npéner va yvopilete Tpv mapete To Entecavir Accord

Mnyv napete To Entecavir Accord
- ot negpintoon alrepyiog (vrepevorsOneoiag) oty entecavir | o€ omolodnmote GALO o TaL
GULGTATIKA CUTOV TOV PAPUAKOL (CVOQEPOVTUL GTNV TOPAYPOPO 6).

IIpogidomou|cels Ko TPOPLAGEELS

AmevBuvleite 610 Y10TpO M| TO POPLAKOTOLO GOG TPV TApETE To Entecavir Accord

- &Gy giyote moTE TPOPIPaTA PE TA VEQPA GAGS, EVUEPDOTE TO YIOTPO GOS. AVTO Elval GNUAVTIKO
d16t to Entecavir Accord amofdAAeTon omd ToV OpyOVIGHO HEGH TOV VEQPDY KOl UITOPEL VL
ypelalecds tpomomomuévn 866N 1| S0GOAOYIKO GYNLLOL.
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- unv etapatare va moaipvere to Entecavir Accord ympig ™ copfovii) Tov ylaTpod cog yotin
NrOTiTIdq coc pmopel va emosvwbel petd 1 drakomn g Bepaneiag. Otov 1 Oepaneia pe 10
Entecavir Accord dwaxomet, 0 yiotpdg oag o cuveyicel vo, 6og TopakolovBel Kot va Kavel
OLLOTOAOYIKODG EAEYYOVC Y10 OPKETOVS UVEG.

ouinTNoTE pE TO Y10TPO 60g GV Ae1TOVPYEL CMOTA TO NTTAP GOG KOL EAV OYL, TOLES UTOPEL VaL
eivon o1 mBavég ovvémeteg ot Bepancio cog pe to Entecavir Accord.

- ognepintoon nov £yete emiong AoipmEn HIV (10g avBpdmivng avocoavendpKeLng) EVLEPDOTE
OMOGINTOTE TO Y1TPO G0G. Agv mpémel vo Adfete Entecavir Accord yio ) Ogpameio tng AoipmEng
nratitdog B ektog eav AapPavete mopdiinia edpuaxa yio tov HIV, yiati n arotelecuatikotnta
peAlovtikng aywyng ya tov HIV mbavéov va sivan peiopévn. To Entecavir Accord dev Ba Béoet
V7o EAeyyo TN Aolpwén cog omd Tov HIV.

N Myn tov Entecavir Accord dev Oa 6ag epmodicst vo peTAdDGETE TOV 16 TS NraTiTidos B
(HBV) o€ aAhovg avOpdmovg pécm oe£0V0MKNG ETOPNG 1 COUATIKOV VYP®OV (Tepthopfavopévng
KoL TG emuoivvong pe aipa). I't' avto gival onuavtikd va Aappdvete KatdAAnieg TpoLAGEELS Y10
Vo TPoGTATEVGETE TOVS GAAOVG amd TN LoOALVeT pe Tov HBV. TN v pootacia 6cmv Ppickovtan
oe kivduvo poivvong pe tov HBV, vtdpyet dwabéoipo epporo.

7o Entecavir Accord avikel 6€ pio opdda oppudKkov Tov pTopody vo TPOKIAEGOVY
vorakTiky 0&émon (vepPorikn TOGOTNTA YAAAKTIKOD 0££0G GTO aipd GOC) KOl S1OYKW®GT) TOV
ATOTOC. LVUTTOUATO OTTMG 1) VALTio, EUETOG Ko TOVOG GTO GTOUAYL LWITOPEL VO POVEPDVOLY
avamTLén YOAOKTIKNG 0EEmONG. AVTN 1 OTTAVIO, 0AAG GOPOPT TAPEVEPYELD NTOV OPIGUEVES POPES
Bavatneopoc. H yoraktik] o&émon eppaviletal o cuyva oTiC Yovaikes, Wiaitepa €4v gival ToAD
vrépPapes. O yatpodc cog Ba oag tapoakorovbei toktikd 6co Taipvete to Entecavir Accord.

- gy &ete AMaPear mponyovuiveg Oepaneia yia ypovie nrotiTidw B, topakaid evnuepmoTe TO
YTpo GOG.

Howora ko £pnpor
To Entecavir Accord dev mpénet va ypnopomoteitol o€ moidid Tov Exovv nAkio KAt Tov 2 €10V 1
nov QuyiCovv Mydtepo amd 10 Kkg.

Alha @appoxe kar Entecavir Accord
Evnuepoote 10 yatpd 1 10 opUOKOTOL0 60 6V maipvete, £ETE TPOSPATA TAPEL 1) UTOPEL VO, TAPETE
Ao eappOKaL.

To Entecavir Accord pe Tpo@ég Kot wotd

YT1g MEPLOCOTEPES TEPMTMGELS Umopeite va mapete to Entecavir Accord pe 1 ywpic tpoen. Qotdoco,
eav elyate Aapel Tponyoduevn Oepameia pe Eva QAPUOKO TOV TEPLEYEL TN OPASTIKN ovaia AapuPfovdivn
npénel vo. eEetdoete o akdrovba. Edv odlaate Bepameio ue to Entecavir Accord emeidn n Oepomeia
ue Aappovdivn dev Nrav emtuync, TpEmel va toipvete to Entecavir Accord pe adglo otopdyt pio popa
v nuépa. Edv n nrotikn cog vocog givat mpoympnuévn, o yatpdc oag Ba cag vrodeilel eniong va
napete 10 Entecavir Accord pe Gdsio otopdyl. Adelo oToudyl onuaivel TOLAGYIoTOV 2 MPES PETE 0o
YELLLOL KO TOVAGYLGTOV 2 MPEG TPV Otd TO EMOUEVO YED AL

Ta oudid kar o1 £pnPot (nhikioag omod 2 Eng katm tov 18 etdv) umopovv va wdpovv to Entecavir
Accord pe 1 yopig tpoen.

Kbnon, Onraopés ko yovripdtnta

Evnuepdote 10 yorpd cog edv giote £ykvog N oxedidlete va peivete €ykvog. Agv éyel amoderyOei dtin
xpnon tov Entecavir Accord givar ac@aing katd ™ didpketla TG eykvpoovvng. To Entecavir Accord
OgV TPEMEL VO, YPTCLULOTOIEITAL KOTA T SLAPKELD TG EYKLUOGHVNG EKTOC €4V E101KA VIodeLyOel amd To
ytpo coc. Eivat onpoavtikod ot yovaikeg o avamopaymyikn nikio wov Aapfdavovy Oepameio e 1o
Entecavir Accord va ypnotponolovv pio amoteAeo otk L0580 avVTIGOAAYNG Y10 VO ato@hyouV va.
KOTOGTOUV EYKVEG.
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Aev mpénet va Onhalete katd ™ didpkeia e Oepaneiog pe to Entecavir Accord. Evnuepoote to
ywTpd cog av Onidlete. Agv gival yvooto €dv 1 entecavir, n dpactikn ovsia tov Entecavir Accord,
EKKPIVETOL GTO OVOPAOTIVO UNTPIKO YAALL.

Odonynon Ko YEPIGROS PNY AV LATOV

H L&A, n xovpaon (kémwon) kot 1 viota (Vavniia) eivar cuyvég avemBOunTeG EvEpYELEG TOL Pmopet
VO TOPEUTOOIGOVV TNV TKAVOTNTA 001 YNOoTG KOt XEPIopol pnyovnudtmv. Edv éxete omoladnmote
avnovyia cupfovievteite o yaTpd cag.

To Entecavir Accord agpiéyel moAGaKyopites 6OYLOG KOL VATPLO

AvT06 TO PAppPOKO TTEPLEYEL TOAVGOKYaPiTEG cdyLoG. Edv elote adhepyucol ot 6oYLa, pun
YPNOLLOTOGETE AVTO TO PAPLLOKO.

To @dppaxo avtd mepéyet Arydtepo amd 1 mmol vatpiov (23 mg) avd diokio, givorl avtd mov
ovopdlovpe «erevBepo vatpiovy.

3. Mg ve napere o Entecavir Accord
Agv yperaletol va Taipvovv 6lot ot acOeveic Ty idwa d6om Tov Entecavir Accord.

[Tédvtote va maipvete To GAPLOKO ALTO AVGTNPE GOUPMOVE, LLE TIG 0OMYIES TOVL Y1Tpo Gac. Edv €xete
auPPOMEC, PMTAGTE TO YIATPO 1 TO PUPLOKOTOLO GOGC.

INa evijlakeg n cuviotdpevn do6on etvan eite 0,5 Mg 1 1 Mg pa eopd v NUEPA amd TOV GTOUOTOG.

H 6601 cog 0a £aptnOsei anod:

. eav oag &xel yopnynOei Oepamneia yio tov HBV oto maperfov, kot moto papuoko mipate.

. eaqv €xete mpoPfruota veppmv. O Y10TpOG GG UTOPEL VO GUVTAYOYPUPNGEL LLOL YOUNAOTEPN
d00M Y10 €60,C N VO 00G ODGEL 0ONYIES Y1oL AWM UE GLYVOTNTA UIKPOTEPT alTd Ui, POpE. TNV
nuUéPQL.

"INV KOTAGTAGT] TOV NATdG GO,

TN wodd ko £enpovg (iikiog and 2 £mog kdto Tov 18 g1mv), eivan drabéotua diokia Entecavir
Accord 0,5 mg 1 uropet va givon drabéoo Eva mooyo dddvpa entecavir. O yotpds Tov TodoH 6og
Oa amopaocicel T cwotn do6on pe Pdon To couatikd Bapog Tov Tandlov cac. Ta modid mov Juyilovv
TovAdyotov 32,6 kg umopei va mépovv to dickio 0,5 mg 1 uropei va givar dabéciuo Eva TOGLO
didAvpo entecavir. T acbeveic pe copatiko Bapog amd 10 kg £og 32,5 kg, cuvictdrat éva TOGIHO
dwéAvpa entecavir. Oreg ot docoAoyies Oo Aappdvovtor amd Tov GTONATOG Ha POoPA NUEPN OIS, Agv
VIAPYOVY GLOTAGELS Yio TNV entecavir o€ maidid mov &xovy nhikio K4T® TV 2 £1dv 1 Tov {uyilovv
Myotepo amd 10 Kg.

O ywtpdc cag Ba cag supPfovievost yia tn d0on mov givar KatdAAnAn Yo esdc. No maipvete Tavtote
TN 600T TOV GLVEGTNGE O YITPOC GOC Yo VO eEACPAMGETE OTL TO PAPUAKO GOG EIVOL TANPOS
OTOTELECLOATIKO KOl TTPOKEWEVOD VO EAATTMOGTE TNV OvVATTLEN avtioToong ot Bepaneia. No maipvete
to Entecavir Accord yiwa 660 ypdvo oag £xel cvotioel 0 Yiatpds 6ag. O yotpds cag Ha cag
EVILLEPMGEL EAV KL TOTE TTPEMEL VO dlakoOyTe T Depameia.

Mepicoi acBeveig mpémel va maipvovv to Entecavir Accord pe ddeto otopdy (PAéne To Entecavir
Accord pe tpoég kar motd oty Mapaypogo 2). Edv o yiatpdg cog oag vrodeilel vo maipvete 1o
Entecavir Accord pe édeto otoudyt, ovtd onuaivel TovAdylotov 2 dpeg PETE 0md £va yedpo Kot
TOVAGYLOTOV 2 MPEG TPV ald TO EMOUEVO YEVUA GUGC.

To Entecavir Accord dwotifetar povo og 0,5 kot 1 mg diokio extkaivpupuéva pe Aentd vuévio. X

acleveic pe advvapio Katdmoong TV SIoKimV 1 Y10 TOVG 0TT0I0VE GLVIGTATAL HEI®OT TG dOONG,
umopel va givan dtabéotpa Ao TPoidvTa TOL TEPLEYOVV entecavir Ue To KATAAANAN CKELAGUATO.
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Eav napere peyolvtepn d6on Entecavir Accord amd tnv Kavovikn)
Emkowveovnote pe 1o y1otpd 6og apésmd.

Eav Egyaoete vo mapete To Entecavir Accord

Eivotl onpovtikd va unv dtopedyet kopid d6om. Edv cag dtagpoyet pa d6om tov Entecavir Accord
népte TNV 6G0 TO SVVATOV YPNYOPOTEPO KO KOTOTLY TAPTE TNV EXOUEVT] TPOYPULUUATIGUEVT] 0OGT GTO
TAKTIKO NG xpOvo. Edv €xel oyeddv Bdcel o xpovog yio TNV erOUEVT OOCT GOC, UV TAPETE QVTH TOV
cag diépuye. Ilepuévete kan mépte TNV emduevn d6c1 otov Tpokabopiopuévo ypovo. Mnv mdpete durhn
400 Y10 VoL avamAN pOCETE TN d00T| oL EgYdoarte.

Mnyv otapotare To Entecavir Accord yopig ™ copfovi Tov yrotpod 6og

Optopévor Tapouctdlovy Told Gofapd GLUTTOUATE NTATITIONS OTAV GTAUATOVY TI AYT TOV
Entecavir Accord. Evnuep®aote 10 y10Tpd 60¢ APECHOG Y10 OTOIONTOTE GAANYT] OTO GCUUTTAOUNTO TOV
TOpOTNPEITE PETA TN Slakonn TG Oepameiog.

Edv éyete meprocdTepES EPOTNGELS GYETIKA LLE TN XPTOT] CLTOV TOV PUPUAKOL POTNGTE TO YUTPO 1) TO
QOPUOKOTOLO GOLC.

4, MBavéic avemBounTeg evépyereg

Onwg 6Aa To pApLOKL, £TCL KOL 0VTO TO PAPLOKO UTOPEL VoL TPOKAAEGEL AVETIBOUNTEG EVEPYELEG OV
Kot 6gv ToPovc1alovtal 6€ OAOVG TOVG AvOPMOTOVG,.

Acbeveic otovg omoiovg yopnynOnke to Entecavir Accord £yovv avagépet Tig Topakate avemvunteg
EVEPYELEG:

Evijhikeg:
- ouyvég (tovAddyotov 1 og 100 acBeveis): kepaialyia, abmvia (advvapio va Koundovv), Kétmon

(vmepPolikn kovpaomn), LaAn, vavnAia (VioTa), EUeTog, d1appota, vautio dvomeyia (duokoAin
oV TEYN), Kot avEnpéva eninedo eviOU®V TOL NTOTOC GTO aipa.

- Oy ovyvég (tovddyotov 1 og 1.000 acBeveic): e&avOnua, armmdAglo LOAADY.

- ondvieg (tovAdyotov 1 og 10.000 acBeveic): coPfapn arlepykr| avidpaon.

Hoora kon £onfor

O1 avemBOpnTEg EVEPYELEG TOV TAPOVGLACTNKAY GE TOdLA KOl EPNBOVGS Etvor TAPOHOLES LE AVTEG TTOV
eppavicinkav e eviilkeg OTOC TEPTYPAPOVTOL IO TAV® pE TNV akOAovON dtapopd: TTodd cuyvég
(tovrdyotov 1 og 10 acheveic): yaunid eninedo 0vOETEPOPIA®VY (£vag TOTOG AEVKOKVTTAP®YV, TA
omoia €lvol GNUAVTIKA GTNV KOTOTOAEUOT) AOTH®ENC).

Edv mopoatmproete Kamowo avemBOunT evEpyela, EVIUEPDOTE TO YIOTPO 1 TO PUPUAKOTOLO GAG. AVTO
oyveL Kot Yo kaOe mhavr avemBountn evépyela Tov dev avapEPETAL GTO TAPOHV PUALO 0ONYIDV

xpMong.

Ava@opd avemBvunTOV EVEPYELOV

Edv mapatnpnoete kKamowo avemBOUNTN eVEPYELD, EVILEPDOTE TOV YIOTPO 1) TOV PUPLOKOTOLO GO,
AVT0 1oyveL Kot yia KEOe Thavi avemBountn VEPYELN TTOL OEV AVUPEPETOL GTO TUPOV GUAAO 0dNYIDV
ypnone. Mmopeite emiong va avagépete avembounteg evépyeieg amevbeiag, uéow Tov eBvikod
GULGTILOTOG OVaPOPAG TToL avaypdpetol oto [lapdptnua V. Méowm tng avapopds avembountwov
gvepyelmV pnopeite va fondnoete otn cLALOYN TEPIOTOTEPOV TANPOPOPLDOV GYETIKA LUE TNV AGPAAELN
TOV TOPOVTOG POPUAKOV.

5. Mog ve guiacscete To Entecavir Accord

To eappako ovtd TPEMEL Vo PUAACOETAL GE PUEPT TTOL gV TO PAETOLY Kot dev TO POGVOLV Ta TALOAL.
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No pn ¥pnoiponoteite autd T0 PAPLOKO HETE TNV NUepoumvia AENG TOL avVOPEPETAL, OTN QLAAT], OTHV
KOYEAN 1 oto kouti petd ™ AHEH. H nuepopunvio Anéng eivor ) tedevtaio nuépa tov uiRva mov
oVOPEPETOL EKEL.

Metd to Gvorypo TN ELIANG, va. xpnolpoToteital eviog 90 nuepmv.

To pdppaxo avtod dev amartel Wiaitepeg cuvONKes POAAENG.

Mnyv metdte ApLOKA GTO vEPD TNG OMOYETELONG 1] 6T GKOVTId1. Potote 10 @appaxorold cag yio
T0 TAOG Vo TETAEETE TA PAPLLOKA TTOV OgV ypnoiomoteizat ma. Avtd ta pétpa 6o fondncovv oty
TPOGTUGi0 TOV TEPPAALOVTOG.

6. Mepreyopeva TN 6VOKELAGLUG KOL LOUTEG TANPOPOPIEg

T epréye To Entecavir Accord
*H dpaotikn ovoio ival 1) entecavir.

Entecavir Accord 0,5 mg diwokio emtkoAvupéva pe AETTO VUEVIO
Kd&Be diokio mepiéyer povotidpikn evrekafipn mov eivor icodvvaun pe 0,5 mg eviekafipng.

Entecavir Accord 1 mg diokio emukaAvppévo pue AETTO VUEVIO
Kd&Be diokio mepiéyet povobidpikn evtexafipn mov givor icodvvaun pe 1 mg eviekafipng .

To dAho cvotatikd eivat:
Tvpnvog tov dioxiov: AcPBéotio avBpakikd, dpvro, Tpolelatvomonpévo, KapueArloln vatplovyog,
TOALGOKYOPITEG GOYIAG, KITPIKO 0ED HOVODOPIKO, VATPLO GTEATVAOPOVLOPIKO.

Emixdloyn tov diokiov:
Entecavir Accord 0,5 mg diokio emkodvppévo pue Aentd vVUEVIO
YrpoueAroln, 610&€id10 Tov Titaviov (E171), molvaibBvAievoyilvkorn, tolvcopPikd 80.

Entecavir Accord 1 mg diokio emikaivppéva, ue Aertd vuévio
YrpoueAroln, 610&€id10 Tov Titaviov (E171), molvaibvAievoylvkorn, pufpd 0&eidio Tov G1dMpov

(E172)

BA. TTapaypago 2 «To Entecavir Accord mepiéyel TOAVGAKYOPITEG GOYING KUl VATPLON.

Ep@avien tov Entecavir Accord kan mepieyopeva TG 6VGKEVOGIOG

Entecavir Accord 0,5 mg diokio emikoivppévo e Aemtd vpévio: Agukd £mg vTOAeVKA, OUEikKLPTO,
EMKOAVUUEVD LE AETTTO DUEVIO O10KI0, TPLYMVIKOD GYNUATOS, LE XOpayIEVN TNV EVOEIEn «J» ot wia
mAevpd ko v €voeln «110» otnv dAdn TAgvpd.

Entecavir Accord 1 mg diokia emucoloppéva pe Aemtd vuévio: Pol, appikvpta, emtkaAvppévo pe
AETTO VUEVIO O10KI0, TPLY®VIKOD GYNUOTOG, LE YAPAUYUEVT] TNV EVOEIEN «J» 0T e TAEVPE KoL TV
évoelgn «111» omv dAin mhevpd.

To Entecavir Accord mapéyetat og kovtid mov mepiéyovy 30 x 1 1 90 x 1 diokia emucodloppéva pe
AETTO LUEVIO (G€ GLOKELUGIEG KOYEADY HOVAS®Y dOGNC) Kot o€ PLaAeg mov tepEyovy 30 diokia
EMKOAVUUEVO PE AETTTO DUEVIO.

Mmropei va, unv KuKAOQOpOoLY OAEG Ol CUCKEVOGIEC.
Karoyog Adsrog Kvkhogopiag
Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n,
Edifici Est 6* planta,
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08039 Barcelona,
Iomavia

Hapackevaotic

Pharmadox Healthcare Ltd.
KW?20A Kordin Industrial Park
Paola, PLA 3000

MadAto

Accord Healthcare Polska Sp.z 0.0.,
ul. Lutomierska 50,95-200 Pabianice, [ToAwvia

INo omoladnmote TANPOPOPic GYETUKH JLE TO TOPOV PAPUAKEVTIKO TPOIOV, TAPAKOAEITTE VO
amgvBuvbeite otov TomIKo avTimpdowmo Tov Katdyov tng Adetog Kvuhopopiag.

AT/BE/BG/CY/CZ/DE/DK/EE/FI/FR/HR/HU/IE/IS/IT/LT/LV/LU/MT/NL
INO/PT/PL/RO/SE/SI/SK/UK(NI)/ES

Accord Healthcare S.L.U.

Tel: +34 93 301 00 64

EL
Win Medica A.E.
Tel: +30 210 7488 821
To mapdv @OALo 0dNYLAOV YprioNg avadewpOnke yia TelevTaio QOPA TOV

Adreg TNYEG TANPOPOPLOV

Agmtouepeic TANpoeopieg Yo 10 pApROKO aLTO givar dtBéoiues 610 dikTLaKd TOTo Tov Evpmmaikod
Opyaviopod Oopudxwv: http://www.ema.europa.eu/.
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